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obtained  to  use  such  material. 


N  A  Where  material  from  documents  designated  for  limited 
distribution  is  quoted,  permission  has  been  obtained  to  use  the 
material . 


Citations  of  commercial  organizations  and  trade  names  in 
this  report  do  not  constitute  an  official  Department  of  Army 
endorsement  or  approval  of  the  products  or  services  of  these 
organizations . 


H  ft  conducting  research  using  animals,  the  investigator (s) 
adhered  to  the  "Guide  for  the  Care  and  Use  of  Laboratory 
Animals,"  prepared  by  the  Committee  on  Care  and  use  of  Laboratory 
Animals  of  the  Institute  of  Laboratory  Resources,  national 
Research  Council  (NIH  Publication  No.  86-23,  Revised  1985). 

OKH-For  the  protection  of  human  subjects,  the  investigator (s) 
adhered  to  policies  of  applicable  Federal  Law  45  CFR  46. 
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ln  conducting  research  utilizing  recombinant  DNA  technology, 
the  investigator ( s )  adhered  to  current  guidelines  promulgated  by 
the  National  Institutes  of  Health. 


HA-  In  the  conduct  of  research  utilizing  recombinant  DNA,  the 
investigator (s)  adhered  to  the  NIH  Guidelines  for  Research 
Involving  Recombinant  DNA  Molecules. 

H/A  In  the  conduct  of  research  involving  hazardous  organisms, 
the  investigator (s)  adhered  to  the  CDC-NIH  Guide  for  Biosafety  in 
Microbiological  and  Biomedical  Laboratories. 
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Progress  Report 

Contract  DAMD  17-94-J-  4114  from  U.S.  Army  Research  and 

Materiel  Command 
October  1, 1995-September  30, 1996 
Prepared  by  O.  Ross  Mclntrye,  M.D.  Principal  Investigator 


L  INTRODUCTION: 

A.  Nature  of  the  problem: 

The  use  of  adjuvant  chemotherapy  following  local  treatment  of  the  tumor  has 
clearly  benefited  many  patients  with  breast  cancer1.  On  the  other  hand,  adjuvant 
chemotherapy  carries  with  it  a  number  of  potential  risks  including  secondary 
malignancies.  Thus,  it  would  be  desirable  to  give  adjuvant  therapy  only  to  the 
subgroup  of  women  with  breast  cancer  who  are  most  likely  to  have  a  recurrence. 
Although  clinical  findings  are  useful  in  assigning  prognosis  2-3,  these  alone  are 
imperfect  measures  and  there  is  hope  that  additional  tests,  such  as  the  detection  of 
certain  somatic  mutations  in  the  tumor,  will  prove  helpful  in  guiding  the  decision  as 
to  who  should  and  who  should  not  receive  adjuvant  chemotherapy.  These 
considerations  have  now  been  formalized  in  the  language  describing  such  testing 
and  a  distinction  between  prognostic  factors  (which  forecast  clinical  outcome)  and 
predictive  factors  (which  predict  response  and  influence  selection  of  specific  forms  of 
therapy)  has  been  offered.4 

In  addition  to  our  ability  to  detect  a  number  of  somatic  mutations  that  may  predict 
the  risk  of  recurrence,  it  is  now  possible  to  identify  those  individuals  who  carry  the 
BRCA  1  or  BRCA  2  gene  in  their  germline5'6'7'8'9'10.  It  is  anticipated  that  additional 
genes  conferring  an  increased  risk  of  breast  cancer  upon  their  carriers  will  be 
identified.  The  presence  or  absence  of  such  genes  in  the  germline  may  influence  not 
only  risk  of  occurrence  but  also  the  response  to  treatment  and  other  outcomes  in 
these  patients.  Knowledge  that  such  genes  are  present  may  predict  the  likelihood  of 
a  second  primary  in  women  who  have  already  been  diagnosed  with  breast  cancer, 
and  may  assist  in  guiding  prevention  efforts  in  other  members  of  the  family  who 
carry  the  gene. 

The  investigators  who  are  participating  in  this  project  will  test  a  number  of 
hypotheses  that  were  described  in  our  original  application.  Three  additional 
proposals  for  use  of  the  resources  provided  by  this  project  were  presented  in  the 
progress  report  for  1994-95.  In  1996  one  additional  proposal  has  been  received: 

Because  interactions  of  erb-2  and  p53  with  type  of  adjuvant  therapy  received  have 
already  been  observed  (see  next  section),  it  is  important  that  assays  of  putative 
prognostic  factors  be  performed  on  well-characterized  groups  of  patients  receiving 
adjuvant  chemotherapy  according  to  standardized  protocols.  The  registry  being 
created  with  support  from  this  grant  is  quite  different  from  usual  population-based 
registry  concepts.  Instead,  it  may  be  viewed  as  a  library  in  which  clinical  information 
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on  groups  of  uniformly  staged  and  treated  patients  is  located  within  a  structure  that 
also  contains  patient  personal,  family,  and  environmental  exposure  history, 
specimens  from  patients,  and  data  from  molecular  and  other  laboratory  studies.  In 
contrast  to  a  population-based  registry,  it  offers  an  internally  cohesive  group  of 
patients  with  well-defined  disease,  treatment  and  follow-up.  It  is  possible  to  draw 
scientifically  valid  conclusions  from  this  group  by  looking  for  interactions  between 
treatment  and  factors  such  as  genomic  susceptibility  and  acquired  somatic 
alterations.11 


In  cohorts  of  patients  treated  on  our  protocols  endpoints  such  as  time  to  recurrence, 
site  of  first  recurrence,  percentage  of  planned  adjuvant  therapy  received,  and 
detailed  initial  staging  information  are  available.  Moreover,  there  is  an  opportunity 
to  collect  additional  information  from  such  patients  that  may  be  useful  in  predicting 
the  likelihood  of  a  germline  mutation  or  other  factors  that  may  interact  with 
treatment  and  prognosis. 

The  identification  in  a  patient  or  family  member  of  a  breast  cancer  patient  of  a 
heritable  gene  conferring  an  increased  risk  of  breast  cancer  carries  with  it  economic 
and  psychosocial  risks1*  in  addition  to  the  possibility  that  the  gene  is  not  causally 
related  to  the  cancer  in  that  patient13.  We  will  be  able  to  assess  the  impact  of 
determining  genomic  susceptibility  on  individuals  most  in  need  of  this  type  of 
information.  The  creation  of  the  linked  registry  supported  by  this  grant  offers  the 
opportunity  for  the  patients  and  those  involved  in  the  laboratory  to  be  joined  in  the 
pursuit  of  new  knowledge.  It  is  important  that  this  pursuit  be  conducted  in  a 
manner  offering  the  least  psychological  stress  and  the  greatest  protection  from 
adverse  social  and  economic  consequences  to  those  who  participate.  Collection  of 
detailed  information  at  the  time  of  entry  to  the  study  relating  to  this  as  well  as  other 
areas  will  allow  hypotheses  concerning  this  aspect  of  the  study  to  be  tested. 

B.  Background  and  Previous  Work 

In  order  to  show  the  value  of  our  linked-registry  we  offer  the  example  that  follows 
We  emphasize  that  this  is  an  early  example  of  the  type  of  success  we  hope  to 
achieve.  The  work  that  produced  these  results  followed  the  successful  integration  of 
effort  by  a  number  of  individuals,  funded  by  a  variety  of  sources  including  NCI 
grants  to  the  CALGB,  R01  and  SPORE  grants  held  by  certain  of  the  investigators, 
and  by  a  small  foundation  grant  to  the  CALGB. 

Example:  In  1989,  the  CALGB  activated  protocol  8869  with  Hyman  Muss,  M.D., 
Bowman  Gray  School  of  Medicine,  as  study  chair.  The  goal  of  this  study  was  to' 
pursue  possible  relationships  between  S  phase  and  ploidy  in  breast  cancer 
specimens,  as  determined  by  flow  cytometry  techniques,  with  clinical  outcome  in 
patients  treated  on  our  adjuvant  protocol  8541.  The  protocol  provided  for  collection 

?olnXed  tlssue  on  a  random  sample  of  patients  entered  on  the  treatment  study.  As 
8869  progressed,  and  as  techniques  were  perfected  for  the  immunohistochemical 
determination  of  erbB-2  and  P53  on  paraffin  embedded  specimens,  the  protocol  was 
amended  so  that  Ann  Thor,  M.D.,  of  Massachusetts  General  Hospital,  could  apply 
these  tests  to  the  specimens.  In  addition,  molecular  assessment  of  these  tissues  by 
Edison  Liu,  M.D.,  of  the  University  of  North  Carolina  was  added  at  that  time. 
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3?!  *eatment  p™0™1:  8541.  tested  three  CAF  (cyclophosphamide,  doxorubicin, 
and  5-fluorouracil)  adjuvant  regimens  for  which  the  dose  schedule  and  dose 
intensity  are  shown  in  Table  1.  Patients  receiving  the  more  dose  intense  regimens 

towerTose  “£^15  °""U  pa,ients  the 


Table  1 

Dose  and  Dose-Rates 


Arm 

I 

II 

III 

Dose  Rate  mg/ M2 /week 

Cyclophosphamide 

150 

100 

75 

Doxorubicin 

15 

10 

7.5 

5-Fluorouracil 

300 

200 

150 

Cumulative  Dose  mg/M2 

Cyclophosphamide 

2400 

2400 

1200 

Doxorubicin 

240 

240 

120 

5-Fluorouracil 

4800 

4800 

2400 

When  these  treatment  results  are  combined  with  studies  of  S-phase  P53  and  erbB-2 
an  unexpected  highly  significant  finding  emerged.18  ^  The  effect  was  most  dramatic 
or  erbB-2  which  is  shown  in  Figure  1,  although  similar  results  occurred  when  P53 
overexpression18'19  or  S-phase  were  analyzed. 


As  shown,  the  patients  whose  tumors  overexpressed  erbB-2  had  a  significantly 
longer  disease-free  and  overall  survival  than  those  whose  tumors  did  not 
overexpress  erbB-2.  There  was  no  significant  difference  in  disease-free  or  overall 
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survival  with  any  of  the  three  treatments  for  those  patients  whose  tumors  did  not 
overexpress  erbB-2.  These  findings  indicate  that  the  benefit  of  intensive  adjuvant 
therapy  with  this  combination  is  limited  to  a  subgroup  of  patients.  From  the  clinical 
data  we  know  that  the  group  receiving  the  more  intensive  treatments  fared  better, 
but  without  the  integrated  laboratory  data,  of  course,  we  would  have  no  indication 
that  this  intensive  treatment  group  was  comprised  of  two  populations,  one  which 
did,  and  the  other  which  did  not,  benefit  from  the  more  intensive  treatments. 

As  stated  above,  8869  originally  collected  specimens  on  a  randomly  selected  sample 
of  all  patients  on  8541.  Committing  almost  all  of  the  very  limited  non-NCI  funds 
available  to  the  CALGB,  we  immediately  set  about  to  collect  all  of  the  remaining 
blocks  available  from  patients  on  this  study.  During  the  last  year  the  analysis  of  tests 
for  S  phase,  P53  and  erbB-2  which  were  performed  on  this  second  set  of  specimens 
has  been  going  forward  and  two  publications  are  in  the  final  stages  of  preparation, 
u  eSf  Pu  j  cati°ns  will  provide  further  evidence  for  or  against  the  hypothesis  that 

iToXOrU^icin  d°.se  intensity in  tIle  CAF  regimen  we  used  interacts  with  P53  and 
erbB-2  overexpression  in  the  prediction  of  treatment  outcome. 

Conclusion  from  the  Example:  The  issue  of  dose  intensity,  time  to  failure  or  death 
and  erbB-2  (or  P53)  overexpression  would  not  have  been  raised  if  the  laboratory 
study  had  not  been  conducted  on  tissue  samples  of  similarly  staged  patients 
receiving  randomly  assigned,  defined  therapeutic  regimens. 

The  rapidly  building  capabilities  for  this  type  of  study  and  the  excitement  attending 
the  initial  success  of  combining  laboratory  and  clinical  information  on  our  patients 
has  led  to  several  meetings  of  investigators.  At  these  meetings  there  has  been 
vigorous  discussion  of  the  opportunities  for  new  projects  as  well  as  the  need  to 
develop  new  resources  to  serve  CALGB  as  well  as  other  investigators.  The 
in  rastructure  category  of  the  Army  BAA  offered  an  ideal  mechanism  to  advance 
our  studies  and  to  assist  other  investigators  in  the  field. 

C.  Purpose  and  Hypothesis: 

We  are  using  well-established  methods  within  the  CALGB  and  new  procedures 
developed  with  support  of  this  project  to  create  a  specialized  registry  which  links 
molecular  and  epidemiological  data  with  data  from  uniformly  staged  breast  cancer 
patients  receiving  defined  therapy.  This  registry  of  data,  tumor  tissue,  and  other 
specimens  will  enhance  the  research  of  30  to  50  peer  reviewed  and  funded 
investigators  during  the  course  of  the  project.  It  is  intended  that  the  level  of  quality 
control  as  well  as  the  comprehensiveness  of  the  registry  will  make  it  an  unparalleled 
resource  for  investigators  pursuing  the  relationship  between  tumor  genetics,  tumor 
biology  and  the  prevention  and  treatment  of  breast  cancer. 


D*  Methods  of  Approach  -  Specific  Technical  OhjprtivPfi- 

This  project  creates  a  linked-registry  based  upon  the  capabilities  of  CALGB  to 
rapidly  enroll  large  numbers  of  well-characterized  incident  breast  cancer  patients  to 
its  treatment  trials.  It  takes  advantage  of  a  unique  opportunity  to  link  data  on  the 
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biology  of  breast  cancer  with  information  on  uniformly  staged  patients  who  receive 
defined  treatments.  Since  TNM  staging  defines  rather  broad  categories20  especially 
in  stage  II  breast  cancer,  we  anticipate  that  an  exploration  of  the  sources  of 

thed^isease n6Wly  develoPed  markers  will  advance  our  understanding  of 

piis  registry  is  used  for  studies  on  epidemiological  and  molecular  characteristics  that 
influence  the  outcome  for  breast  cancer  patients.  Nested  family  studies  that  focus 
on  factors  related  to  etiology  will  also  be  possible  if  other  support  is  achieved  for 
this  activity.  The  registry  will  provide  information  critical  to  the  design  of  future 
chemo-prevention  studies,  the  interaction  of  treatment  with  factors  that  govern 
disease  progression  and  metastasis,  and  will  be  instrumental  in  guiding  the  design  of 
future  adjuvant  treatment  trials.  &  6  6 


Specific  technical  objectives  are  as  follows: 


a.  To  modify  questionnaires  currently  in  use  by  CALGB  investigators  at  the 
University  of  North  Carolina,  University  of  Minnesota  and  NIEHS  to  collect 

ey  amily  history  and  exposure  data  in  a  self-completed  questionnaire. 

b.  To  establish  review  procedures  and  criteria  for  selecting  patients  with  a 
family  cancer  history  for  further  study.  Criteria  will  include,  but  are  not 
limited  to,  having  one  or  more  first-degree  relatives  with  breast  cancer  or 
having  2  or  more  relatives  with  breast,  ovarian,  or  colon  cancer. 

c.  To  develop  a  telephone  interview  with  patients  identified  for  further  study 
that  will  expand  on  the  screening  data  collected,  obtain  information  that  will 
facilitate  validation  of  cancer  reported,  and  locate  selected  siblings  for 
inclusion  in  the  database.  The  study  will  obtain  exposure  information  from 

of  cancer^  UnaffeCted  first'deSree  relatives  of  patients  with  a  family  history 


d.  To  collect  fixed  breast  tissue  from  patients  and  germ-line  DNA,  plasma,  and 
urine  from  the  same  patients  and  family  members. 


e. 


To  review  and  confirm  the  histopathological  diagnosis  of  breast 
submitted  tissue. 


cancer  on 


f. 


To  integrate  information  about  specimen  receipt,  specimen  availability,  and 
laboratory  testmg  results  with  the  CALGB  data  base  and  to  prioritize  use  of 

rhic  mmrmofirtn  * 


S’  cL°  the  CALGB  data  base  and  data  handling  procedures  at  the  CALGB 

btatishcal  and  Data  Management  Center  at  Duke  University,  so  as  to 
efficiently  capture  and  record  information  from  the  registry,  and  to  furnish  it 

tn  1 1  core  kj  j 


To  augment  resources  at  CALGB  institutions  in  order  to  procure  the  above 
described  information  and  specimens. 
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n.  BODY  OF  THE  APPLICATION 
A.  Description  of  the  Methods: 


In  contrast  to  laboratory-based  investigations,  the  linked  registry  employs  new  and 
existing  committees  of  the  CALGB  and  new  resources  created  by  the  registry  to 
collect  specimens  as  well  as  epidemiologic  and  psychosocial  information.  It  provides 
a  mechanism  to  integrate  registry  data  with  clinical  information  derived  from 
CALGB  clinical  trials.  Specimens  and  information  from  the  registry  are  to  be  used 
by  laboratory-based  investigators,  epidemiologists,  and  others  to  test  various 
hypotheses  bearing  on  breast  cancer  cause,  risk,  progression,  response  to  treatment, 
as  well  as  to  determine  the  psychosocial  impact  of  this  testing. 

This  project  is  based  at  Dartmouth  Medical  School  where  Dr.  MacIntyre,  the  Principal 
Investigator,  serves  as  the  James  Carroll  Professor  of  Oncology,  Emeritus. 
Subcontracts  from  Dartmouth  provide  support  for  activities  at  the  University  of 
North  Carolina  (DNA  extraction  and  epidemiology),  Georgetown  University 
(Lombardi  Cancer  Center  -  serum  and  urine  bank),  Roswell  Park  Cancer  Institute 
(tissue  sectioning,  tissue  banking  and  pathology  review),  the  University  of  Chicago 
(communication,  protocol  editing,  and  regulatory  compliance)  and  Duke  University 
(statistics  and  data  management).  Where  possible,  efficiencies  are  achieved  by  using 
methods  of  communication,  data  submission,  protocol  editing,  meeting 

arrangements,  etc.,  that  have  been  developed  for  the  CALGB.  '  ° 

The  Principal  Investigator,  Dr.  McIntyre,  is  assisted  in  the  management  of  the 
project  by  three  committees: 


Table  2 

Linked  Registry  Steering  Committee 


Name 


CALGB  position 


Institution 


O.  Ross  McIntyre,  M.D. 
Robert  Millikan,  DVM,  Ph.D 
Maurice  Barcos,  M.D. 

Donald  Berry,  Ph.D. 

Daniel  Hayes,  M.D. 

Larry  Norton,  M.D. 

Lauren  Schnaper,  M.D. 

Lynn  Dressier,  M.A. 

Dale  Sandler,  Ph.D. 

Debra  Collyar 
Susan  Moore 


Committee  Chair 
Co-PI 

Pathology  Com.  Chm 

Statistician 

Cor.  Sci.  Chm. 

Br.  Com.  Chm 
Surgery 
Cor.  Sci.  Com. 

Epi.  Com.  Chm. 
Patient  Advocate 
Patient  Advocate 


Dartmouth 
U.  North  Carolina 
Roswell  Park 
Duke  Univ. 
Georgetown  Univ. 
MSKCC 
U.  Maryland 
U.  North  Carolina 
NIEHS 

External  Member 
External  Member 


This  interdisciplinary  committee  is  responsible  for  overseeing  the  conduct  of  the 
project,  assisting  with  the  integration  of  projects  that  will  use  the  registry  so  as  to 
insure  the  greatest  productivity  from  it,  and  setting  priorities  for  use  of  the  resource. 

Epidemiology  Resource  Committee:  This  committee  is  responsible  for  the  design  of 
the  data  collection  instruments  employed  by  the  linked  registry.  It  is  also 
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responsible  for  the  review  and  prioritization  of  projects  requesting  use  of  linked 
registry  data.  The  committee  is  chaired  by  Dale  Sandler,  Ph.D,  Chief,  Environmental 
and  Molecular  Epidemiology  Branch,  NIEHS,  and  Chair  of  the  CALGB 
Epidemiology  Committee. 


Table  3 

Epidemiology  Resource  Committee 


Name 


CALGB  position  Institution 


Dale  Sandler,  Ph.D. 

Robert  Millikan,  DVM,  Ph.D. 
Beth  Newman 

Stephanie  London  MD,  Ph.D. 
Matthew  Longnecker,  MD,  ScD 
Thomas  Sellers,  Ph.D. 

Fred  Li,  M.D. 

Donald  Berry,  Ph.D. 

Virginia  Ernster  Ph.D. 

Lauren  Schnaper,  M.D. 


Chair 
Co  P.I. 

Epidemiologist 

Epidemiologist 

Epidemiologist 

Epidemiologist 

Epidemiologist 

Statistician 

Epidemiologist 

Surgeon 


NIEHS 

U.  North  Carolina 
U.  North  Carolina 
Univ.  So.  Cal. 
UCLA 

U.  Minnesota 
Dana  Farber 
Duke  University 
U.  of  California  S.F. 
U.  of  Maryland 


In  brief,  the  committee  has  developed  and  implemented  procedures  to  collect  family 
cancer  history,  reproductive  and  hormone  use  history,  and  other  exposure 
information  from  all  breast  cancer  patients  enrolled  in  CALGB  treatment  trials 

Tumor  tissue  and  germ-line  DNA  is  collected  from  breast  cancer  patients  as 
described  below. 


Breast  cancer  patients  who  are  registered  to  CALGB  treatment  trials  are  informed 
by  CALGB  clinical  research  associates  and  nurse  oncologists  about  this  project  at 
those  CALGB  institutions  where  CALGB  9484  has  been  activated.  Patients  are 
o  fejed  the  opportunity  to  participate  in  a  treatment  companion  protocol,  CALGB 
9484  that  provides  for  the  gathering  of  epidemiological  data  and  collection  of 
specimens.  During  1996  CALGB  protocol  9484  was  amended  so  as  to  improve 
patient  accrual.  The  revised  protocol  has  been  reviewed  and  approved  by  the  Army 
Research  and  Materiel  Command.  The  amended  protocol  was  issued  to  CALGB 
institutions  on  October  15,  1996.  The  rationale  for  the  changes  embodied  in  the 
amended  protocol  are  given  in  section  B,  below.  The  methods  described  in  this 
section  are  those  specified  in  the  amended  protocol  and  differ  somewhat  from 
procedures  described  in  last  year's  progress  report. 

lnCer  Patients  who  §ive  ^eir  informed  consent  for  treatment  on  selected 
CALGB  breast  cancer  protocols  are  asked  to  return  a  self-completed  questionnaire 
and  to  give  permission  for  submission  of  their  biopsy  specimen  as  well  as  blood  and 
urine  samples.  In  addition  we  ask  the  patient's  permission  to  conduct  studies  of 
germline  DNA  on  cells  obtained  from  a  blood  sample.  The  consent  form  for  these 
procedures  is  integrated  with  that  of  the  treatment  protocol  and  administered  at  the 
same  time.  We  follow  all  consent  procedures  mandated  by  Department  of  Defense 
regulations  and  IRBs  at  participating  institutions.  The  self-completed  questionnaire  is 
contained  in  the  amended  CALGB  9484  included  in  this  report  as  Appendix  1 
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c.  Patients  aged  >  50  years  with  no  family  history. 
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often  lower  than  that  for  tplpnhrmo  •  °r  se^'completed  questionnaires  is 
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Table  4 

Tissue  Resource  Coordinating  Committee 


Name 


CALGB  position 


Lynn  Dressier  M.A. 

Robert  Millikan,  DVM,  Ph.D. 
Maurice  Barcos,  M.D. 

Joe  Gray,  Ph.D. 

Daniel  Hayes,  M.D. 

Hyman  Muss,  M.D. 

Donald  Berry,  Ph.D 


Chair 

Co  P.I. 

Pathology 

Genetics 

Oncology 

Oncology 

Statistician 


Institution 

U.  of  North  Carolina 
U.  of  North  Carolina 
Roswell  Park 
U.  of  California  S.F. 
Georgetown 
University  of  Vermont 
Duke  University 
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1.  Fixed  tissue: 


When  the  patient  signs  an  informed  consent  to  participate  in  CALGB  9484 
institutional  data  managers  arrange  for  submission  of  tissue  blocks  by  contacting 
the  coordinating  pathologist  at  a  CALGB  main  member  or  affiliate  institution. 
Paraffin  blocks  and  sample  submission  forms  are  received  at  the  CALGB  Pathology 
Office  directed  by  Dr.  Maurice  Barcos  at  Roswell  Park  Cancer  Institute.  There,  they 
are  logged  into  the  CALGB  data  base  and  histologic  sections  are  made.  Four  micron 
slides  from  these  submissions  are  sent  to  Dr.  Fred  Koerner  at  the  Massachusetts 
General  Hospital  who  reviews  them  for  accuracy  of  diagnosis,  and  delineates  areas 
on  the  slides  containing  homogeneous  malignant  tissue.  These  slides  are  returned, 
the  blocks  trimmed,  if  necessary,  to  yield  4  FISH  (immunohistochemistry)  and  10 
micron  sections  (PCR,  FISH)  of  homogeneous  tumor,  as  well  as  non-malignant 
breast  tissue.  At  least  30  sections  are  removed:  20,  4  micron  sections  for 
immunohistochemistry/FISH/ISH  assays  and  10,  10  micron  sections  for  molecular 
based  assays  requiring  extracted  DNA.  At  three  levels,  sections  are  taken  and 
stained  and  examined  to  ensure  representative  tissues  is  being  distributed  for  all 
assays  (See  Appendices  6  and  7).  We  ask  for  permission  to  retain  the  blocks  for 
future  sectioning  and  store  them  at  4°  C.  If  this  is  not  granted,  we  prepare  sections 
as  described  above,  as  determined  by  the  amount  of  tissue  available  in  the  block 
(See  Appendix  6).  Prior  to  the  return  of  the  blocks  to  the  submitting  institution  we 
prepare  additional  sections. 

2.  DNA  procurement: 

Somatic  DNA:  From  the  specimens  collected  as  described  above,  individual 
investigators  prepare  somatic  DNA  according  to  their  established  laboratory 
procedures.  J 

Germline  DNA:  EDTA  anticoagulated  peripheral  blood  is  collected  and  shipped  to 
the  UNC  DNA  extraction  laboratory  overnight  for  lymphocyte  separation  and  DNA 
extraction.  Lymphocyte  DNA  is  prepared  using  the  ABI  DNA  extractor  and  the 
DNA  stored  at  -70°. 

Quality  control/ quality  assurance/ sample  distribution  for  DNA  extraction: 

The  CALGB /RPCI  Pathology  tissue  bank  cuts  and  mounts  a  series  of  10  micron 
sections  on  uncoated  slides  from  each  block  according  to  their  routine  procedures. 
These  procedures  incorporate  careful  quality  control  and  quality  assurance 
parameters,  including  changing  the  microtome  blade  between  each  block  to  prevent 
contamination  of  DNA  on  the  blade  surface,  cleaning  the  waterbath  surface  between 
each  block,  and  wearing  gloves  to  process  blocks.  As  part  of  the  routine  processing 
procedure  at  the  RPCI  Pathology  bank,  sections  for  H  &  E  staining  are  cut 
immediately  preceding  and  after  those  cut  for  molecular  (10  micron  section)  and 
immunohistochemical  (4  micron)  assays.  The  CALGB  Pathology  office  reviews  all  H 
&  E  sections  to  ensure  that  representative  and  sufficient  tumor  tissue  is  present 
throughout  all  sections  cut  for  assay.  In  addition,  to  enrich  for  tumor  tissue,  tumor 
rich  versus  tumor  poor  areas  are  marked  on  the  corresponding  H  &  E  section(s). 
For  DNA  processing,  the  corresponding  H  &  E  section  will  be  superimposed  on  the 
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unstained  10  micron  sections  and  the  circled  region  of  tumor  rich  areas  will  be 
isolated  and  scraped  into  an  Eppendorf  tube  by  the  technician  in  the  UNC  tissue 
bank.  DNA  lysates  will  be  prepared  as  described  below  from  each  tumor  tissue. 
DNA  lysates  are  stored  at  4  degrees  centigrade  for  short  term  storage  and  at  -85 
degrees  centigrade  for  long  term  banking.  DNA  lysates  are  stored  in  vials  and 
multiple  aliquots  of  processed  DNA  are  prepared.  As  indicated  above,  DNA 
processing  occurs  in  a  clean  area:  a  special  room  where  only  tissue  and  DNA 
processing  is  allowed  to  prevent  DNA  contamination,  a  major  problem  in  PCR 
based  studies.  Distribution  of  samples  is  defined  in  the  CALGB  protocol  and  is 
rigorously  monitored  both  in  house  and  through  the  CALGB  DMC  Tissue  tracking 
system.  A  protocol  is  only  developed  once  the  study  has  received  appropriate 
review  and  approval  from  the  Solid  Tumor  Correlative  Science  Committee  and 
Central  Tissue  Bank  Committee. 

Protocol  for  DNA  Extraction  from  Tissue  Sections: 

Formalin  fixed  paraffin  embedded  tissue  sections  (1-5  depending  on  cellularity  and 
size  of  tumor  area)  are  gently  scraped  from  uncoated  glass  slides  (uncoated  slides 
facilitates  the  scraping  process,  although  tissue  can  be  scraped  from  coated  slides  as 
well)  with  a  200  ml  micropipet  tip  into  a  1.5  microfuge  tube.  In  a  fume  hood,  500  ml 
of  xylene  is  added  to  each  tube  and  the  tubes  are  thoroughly  mixed.  After  a  5 
minute  centrifugation  at  1200  rpm,  the  supernatant  is  discarded  into  a  xylene  waste 
container,  and  the  pellet  is  extracted  twice  with  500  ml  of  autoclaved  95%  ethanol, 
the  pellets  are  dried  for  2  hours  or  more  in  a  vacuum  dessicator  before  addition  of 
200  ml  lysis  buffer  containing  Proteinase  K  and  overnight  incubation  at  58°  C.  On 
the  following  day  the  Proteinase  K  is  inactivated  by  a  10  minute  incubation  at  95°  C. 
Any  remaining  debris  is  removed  by  a  10  minute  centrifugation  in  the  microfuge, 
and  the  supernatant  is  ready  to  use  as  a  template  source  for  a  variety  of  molecular 
analyses. 

3.  Collection  of  plasma,  serum  and  urine: 

Plasma  samples  are  collected  into  EDTA-containing  collection  tubes.  After  separation 
from  the  cellular  component,  the  plasma  are  aliquoted  to  a  freezing  tube,  labeled, 
and  frozen  at  -20  C  at  the  participating  institution.  These  samples  are  batched  and 
when  several  tubes  have  been  collected,  they  are  shipped  on  dry  ice  overnight  to 
Georgetown  University  (Lombardi  Cancer  Center),  where  they  are  catalogued,  kept 
at  4  C  for  short  term  storage  and  -70°C  for  long  term  storage.  Frozen  urine  is 
shipped  in  batches  to  the  Georgetown  for  processing  and  analysis. 

4.  Training  of  data  managers: 

On  a  regular  basis,  not  less  than  once  a  year,  a  portion  of  the  CALGB  Data  Managers 
workshop  is  devoted  to  instruction  of  the  proper  methods  of  obtaining  and 
shipping  the  above  specimens. 
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5.  Receipt  of  Specimens: 


Centers  receiving  specimens  will  electronically  report  to  the  CALGB  data  base  the 
receipt  and  condition  of  the  specimen  using  standard  CALGB  procedures. 

6.  Tracking  of  Patient  Specimen  Submission: 

The  CALGB  data  management  system  tracks  patients  who  are  entered  on  CALGB 
protocols  and  plans  to  implement  a  system  soon  that  will  generate  reminders  to 
institutions  that  have  entered  patients  on  treatment  protocols  if  the  required 

specimens  have  not  been  received  at  the  appropriate  office  or  lab  in  a  timelv 
manner.  J 

Use  of  the  data  from  the  Linked  Registry:  All  uses  for  the  information  in  the  linked 
registry  will  be  described  in  formal  protocols  that  define  the  objectives, 
methodology,  and  statistical  assumptions.  These  must  be  reviewed  and  approved 
by  the  Steering  Committee.  Letters  to  the  users  setting  out  the  agreement  under 
which  they  use  the  registry  are  included  in  Appendix  3.  Written  proposals  from  the 
scientific  community  are  considered  if  they  do  not  compete  with  approved  projects 
already  underway,  and  are  prioritized  with  respect  to  anticipated  amount  of  tissue 
or  resources  consumed  vs.  the  likely  yield  of  important  information.  In  assigning 
this  priority  to  scientists  who  are  not  CALGB  members  we  use  the  same  scale  that 
will  be  used  for  projects  developed  by  CALGB  members.  In  all  cases  emphasis  is 
placed  upon  the  level  of  innovation  and  the  track-record  of  the  investigator  with 
respect  to  peer  review  and  publications.  We  plan  to  deliberately  include  projects 
however,  from  young  investigators  without  a  track  record,  if  they  are  endorsed  by 
knowledgeable  mentors  and  are  innovative. 

The  availability  of  the  Linked  Registry  is  publicized  through  usual  channels  of 
scientific  communication.  In  addition,  the  CALGB  newsletter  that  is  sent  to  many 
investigators  outside  the  CALGB  will  be  used  as  will  news  releases  to  "The  Cancer 
Letter",  and  similar  publications.  Eventually,  information  about  the  CALGB  Linked 
Registry  will  be  available  at  the  CALGB  World  Wide  Web  site. 

B.  Progress  in  Year  2. 

Introduction:  The  progress  report  for  year  one  submitted  one  year  ago  mentioned 
that  patient  accrual  to  this  study  was  less  than  anticipated.  It  also  described  steps 
that  were  being  taken  to  address  this  problem.  At  that  time,  it  appeared  that  the 
availability  of  genetic  counseling  within  CALGB  institutions,  a  resource  needed  if  the 
results  of  testing  for  familial  cancer  gene  testing  were  to  be  made  available  to  study 
^"WaS  the  PrmciPal  stumbling  block  to  adoption  of  the  protocol  at  many 
CALGB  institutions.  We  recognized  this  need  during  the  design  phases  of  the 
project  and  described  it  in  our  application.  Beginning  in  the  second  year  of  the 
project  we  instituted  a  program  intended  to  provide  extensive  training  in  the 
necessary  genetic  counseling  skills.  As  structured  this  program  was  to  be  completed 
during  the  interval  prior  to  the  period  we  anticipated  that  results  from  the  project 
would  be  available  for  our  patients  (about  year  4  of  the  project). 
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Despite  the  progress  of  the  training  program,  the  number  of  institutions  approving 
the  study  remained  far  less  than  anticipated  and  it  became  clear  that  other  aspects  of 
the  project  were  the  cause  of  concern  at  our  institutions.  During  this  time,  several 
articles  appeared  in  the  scientific  and  lay  press  calling  attention  to  the  potential  risks 
involved  in  familial  gene  studies.  Although  these  publications  recommended  that 
such  testing  should  occur  in  the  context  of  research  trials  of  the  sort  this  project 
represents,  it  became  clear  that  Institutional  Review  Boards  (IRBs)  had  a  number  of 
concerns  about  the  conduct  of  familial  cancer  gene  studies.  We  were  asked  to  assist 
in  providing  information  addressing  these  concerns  and  ultimately,  as  described 
below,  decided  to  amend  the  protocol  to  address  the  principal  issues  these 
committees  raised  about  the  project. 

Apart  from  accrual,  all  other  goals  set  for  year  two  of  the  project  have  been  met. 
The  pilot  testing  of  the  questionnaire  has  been  completed,  specimen  submission  has 
gone  smoothly  and  a  review  of  the  forms  submitted  on  patients  entered  to  date  has 
revealed  no  problems. 

Patient  Accrual  and  Revision  of  CALGB  Protocol  9484  to  Improve  Accrual:  Table  5 
below  shows  accrual  to  the  Linked  Registry  (CALGB  Protocol  9484)  and  to 
concurrent  CALGB  breast  cancer  treatment  trials. 

Table  5 

Accrual  to  CALGB  9484  vs  Samples  Received  on 

Concurrent  CALGB  Treatment  Studies  (cut  off  date  9/16/96) 

Registrations  to  CALGB  9484  40 

Registrations  to  CALGB  Treatment  Protocols  994 

Samples  received  on  CALGB  Treatment  Protocols  779 

Inspection  of  table  5  indicates  that  only  a  small  fraction  of  patients  placed  upon 
concurrent  treatment  trials  entered  CALGB  9484.  Tissue  blocks  have  been  received 
on  78%  of  those  entering  treatment  trials  and  it  should  be  noted  that  this  is  a 
minimal  figure  since  there  is  a  lag  between  patient  registration  on  protocol  and  the 
actual  receipt  of  tissue  blocks  in  the  CALGB  Pathology  Office.  On  the  other  hand 
participation  in  9484  has  been  limited  to  those  few  institutions  in  which  IRB  approval 
of  the  protocol  has  occurred.  It  is  also  clear  that  the  cumbersome  process  of 
obtaining  two  consents,  one  for  treatment  and  the  other  for  linked  registry 
participation,  has  impaired  patient  registration  in  those  institutions  in  which  IRB 
approval  has  been  granted.  The  submission  of  tissue  blocks  on  a  large  fraction  of 
patients  placed  upon  treatment  trials  demonstrates  that  the  linked  registry  concept 
is  technically  feasible  if  IRB  approval  of  the  protocol  occurs  at  all  CALGB  institutions 
and  if  the  paperwork  required  for  patient  entry  to  the  protocol  can  be  simplified  at 
the  institutional  level 

In  March  of  1996,  after  taking  several  steps  to  improve  accrual,  we  prepared  an 
amended  protocol  to  correct  the  underlying  causes  of  the  poor  accrual.  These 
changes  are  currently  under  review  by  the  Army  Research  and  Materiel  Command. 
It  is  anticipated  that  the  revised  project,  as  described  more  completely  below,  will 
allow  achievement  of  the  original  goals. 
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Background  for  protocol  amendment: 


1.  The  original  protocol  held  a  requirement  that  institutions  provide  genetic 
counseling  to  patients  who  provided  germline  DNA  for  familial  cancer  gene 
studies.  This  policy  was  the  outcome  of  a  meeting  with  cancer  advocates,  experts 
in  familial  gene  studies,  CALGB  investigators  and  federal  regulators  that 
examined  the  risks  and  benefits  of  providing  the  results  of  familial  gene  studies 
to  patients  who  participated  in  this  project.  (See  previous  progress  report  for 
details). 

In  response  to  this,  the  CALGB  held  workshops  on  November  4,  1995  and  May 
3, 1996  (  with  a  third  workshop  scheduled  for  November,  1996)  which  provided 
training  in  genetic  counseling  for  institutional  personnel.  The  agendas  for  these 
well-attended  workshops  are  included  as  Appendices  4  and  5.  Although  the 
workshops  were  a  component  of  a  long-range  program  intended  to  expand  the 
cadre  of  genetic  counselors  available  for  the  purpose  of  advising  breast  cancer 
patients  in  participating  institutions  by  the  time  the  results  from  our  studies 
became  available,  this  did  not  result  in  the  anticipated  increase  in  the  number  of 
institutions  approving  the  protocol  for  activation. 

2.  A  large  number  of  questions  from  IRBs  at  CALGB  institutions  were  directed 
to  us  during  this  period.  The  responses  to  certain  of  these  were  provided  to 
institutions  in  a  lengthy  Question  and  Answer  document  (included  as  appendix  in 
last  year  s  progress  report)  and  which  was  received  by  institutions  early  in  year 
two  of  the  project. 

3.  By  March,  1996,  it  was  clear  that  our  attempts  to  allay  the  concerns  of 
institutional  IRBs  had  not  succeeded.  For  instance,  in  addition  to  the  concerns 
raised  in  the  question  and  answer  format,  above,  there  were  others: 

a.  Institutions  had  not  yet  perfected  internal  record  keeping  procedures  that 
ensured  that  familial  gene  studies  would  be  held  confidential  from  potential 
employers  and  health  insurers,  i.e.  a  number  of  IRBs  took  no  issue  with  the 
research  project  but  noted  that  their  institutions  lacked  an  adequate  method 
for  safeguarding  the  genetic  information  about  the  patient  that  would  flow 
back  to  the  institution. 

b.  The  institutional  IRBs  had  worries  about  potential  liability  arising  from  the 

provision  of  research  data  from  CALGB  to  the  patient. 

c.  Some  institutional  IRBs  objected  to  the  requirement  that  the  federal 
government  be  furnished  information  concerning  the  participant  that  would 
be  maintained  for  75  years. 

Corrective  Action  -  Accrual:  In  March,  1996  the  Correlative  Sciences  Core 
Committee  and  the  Breast  Committee  discussed  actions  to  correct  the  above 
described  problem  and  voted  to  change  the  protocol  so  as  to  promote  accrual. 
These  actions  were  formalized  at  the  time  of  the  Spring  CALGB  meeting,  May  3-6, 
1996  and  recommended  the  following  changes  to  the  project: 
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1.  The  protocol  is  to  be  revised  and  the  consent  form  is  to  be  changed  to 
indicate  that  CALGB  does  not  intend  to  provide  patients  with  results  of  germ  line 
gene  studies. 

Rationale:  Commercially  available  tests  for  familial  breast  cancer  genes  are 
available  in  the  community.  CALGB  results  will  be  from  research  tests  and  the 
consent  instructs  patients /physicians  not  to  base  medical  decisions  upon  the 
CALGB  derived  information.  Now  that  information  about  familial  breast  cancer 
genes  is  available  from  commercial  sources,  there  is  "no  need"  for  patients  to 
know  a  CALGB  result.  Other  germ  line  DNA  studies  will  be  performed  as  a 
result  of  this  project  on  these  specimens,  but  the  results  of  these  studies  will  not 
be  relevant  to  patients  care  or  to  counseling  with  respect  to  known  prognostic  or 
predictive  factors. 

Since  information  concerning  genetic  testing  will  not  be  returned  to  the 
institution  for  conveyance  to  the  patient,  concern  about  the  handling  of  this 
information  at  the  institutional  level  is  no  longer  an  issue. 

2.  Because  of  the  removal  of  the  requirement  that  institutions  have  formal 
arrangements  for  provision  of  genetic  counseling,  all  institutions  including  those 
lacking  genetic  counselors  can  now  participate  in  this  project.  Consent  forms  for 
all  relevant  CALGB  breast  cancer  treatment  studies  will  be  changed  so  that  the 
consent  for  participation  in  the  linked  registry  studies  is  given  at  the  same  time 
and  in  the  same  setting  as  the  consent  for  participation  in  the  treatment  trial. 
Informing  patients  entering  treatment  trials  that  they  are  eligible  to  participate  in 
the  linked  registry  project  will  be  obligatory. 

Rationale:  Combining  the  consent  forms  for  treatment  studies  and  the  linked 
registry  will  ensure  that  patients  are  informed  about  the  linked  registry  project 
and  have  the  chance  to  participate  in  it.  Because  the  revised  consent  form  has 
separate  sections  for  the  treatment  trial  and  for  linked  registry  participation, 
patients  need  not  participate  in  the  linked  registry  if  they  are  not  willing  to  do  so. 
Experience  to  date  indicates  that  most  patients  informed  about  the  linked 
registry  project  gladly  consent  to  participation  in  it.  Because  patients  will  read  a 
consent  form  providing  them  with  information  about  the  linked  registry  at  the 
time  they  read  the  consent  form  for  treatment  we  ensure  that  patients  learn  of 
the  opportunity  to  participate. 

3.  Because  the  test  results  will  reside  within  the  CALGB  Data  Base  at  Duke 
University  and  will  not  be  forwarded  to  the  patient's  institution,  securing  a 
Certificate  of  Confidentiality  from  the  Department  of  Health  and  Human 
Services  will  be  more  likely. 

Rationale:  It  is  unusual  for  a  Certificate  of  Confidentiality  to  involve  the  number 
of  research  sites  represented  within  the  CALGB  (about  200).  A  Certificate  of 
Confidentiality  confers  added  security  to  the  research  information  that  will  be 
gathered  within  the  linked  registry,  and  will  answer  some  of  the  concerns  raised 
by  institutional  IRBs  about  the  security  of  our  data.  Note:  A  Certificate  of 
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Confidentiality  was  issued  by  the  Department  of  Health  and  Human  Services  for 
this  project  in  July  of  1996. 

4.  The  need  to  educate  the  Group  membership  and  institutional  personnel  with 
respect  to  the  risk/benefits  of  familial  gene  studies  disappears  as  a  result  of  these 
changes.  Patients  participating  in  CALGB  9484  need  to  make  an  informed 
decision  about  whether  they  will  allow  collection  of  blood  for  germline  DNA 
studies.  (They  may,  nevertheless,  participate  in  9484  whether  germline  DNA  is 
collected  or  not.)  However,  there  is  no  longer  a  need  for  CALGB  to  ensure  that 
information  concerning  such  testing  (now  to  be  confined  to  that  resulting  from 
commercial  tests)  is  presented  to  the  patient  in  the  context  of  CALGB  approved 
genetic  counseling. 


Other  Actions  to  Improve  Patient  Accrual: 

1.  Requirement  that  information  on  research  subjects  be  maintained  for  75 
years  by  the  federal  government:  We  have  been  informed  during  the  review  of 
the  revised  consent  form  for  CALGB  9484  that  since  this  project  is  viewed  by  the 
Army  Research  and  Materiel  Command  as  posing  minimal  risk  to  the  patients 
there  will  be  no  need  to  submit  long  term  followup  information  on  participants 
to  the  federal  government.  The  consent  form  has  been  changed  to  reflect  this. 

2.  Problems  with  submission  of  tissue  blocks  to  our  tissue  repository  in  a  state 
where  state  regulations  had  been  interpreted  as  prohibiting  this  activity.  A 
ruling  from  the  New  York  State  Department  of  Health  that  the  CALGB 
Pathology  Coordinating  Office  may  act  as  a  repository  for  such  specimens  was 
issued  August  26,  1996.  This  eliminates  the  problem  in  that  state  and  sets  a 
precedent  for  other  states  where  this  issue  could  be  raised. 


Receipt  of  an  Additional  Request  for  Use  of  Linked  Registry: 

Dr.  James  Holland  has  submitted  a  description  of  a  project  that  could  benefit 
from  use  of  the  resource  provided  by  the  Linked  Registry.  This  request  is  based 
upon  work  at  Mt.  Sinai  Hospital,  New  York:  Detection  of  Mammary  Tumor 
Virus  ENV  Gene-like  Sequences  in  Human  Breast  Cancer.  This  request  will  be 
considered  by  the  Tissue  Resource  Coordinating  Committee  during  the  current 
year. 


Progress  toward  meeting  Specific  Technical  Objectives: 

a.  To  modify  questionnaires  currently  in  use  by  CALGB  investigators  at  the 
University  of  North  Carolina,  University  of  Minnesota  and  NIEHS  to  collect 
key  family  history  and  exposure  data  in  a  self-completed  questionnaire. 

The  self  completed  patient  questionnaire  contains  items  from  the  above 
sources  and  additional  input  from  the  team  led  by  Dr.  Fred  Li  at  the  Dana 
Farber  Cancer  Institute  has  occurred  so  as  to  yield  a  questionnaire  that  meets 
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the  broad  needs  of  investigators.  Under  the  leadership  of  Drs.  Millikan  and 
Ms.  Cirrincione  a  draft  self  completed  questionnaire  was  developed  that 
addressed  the  needs  of  the  patients  and  was  capable  of  being  interfaced  with 
the  CALGB  Data  Management  System.  Pilot  testing  in  CALGB  institutions 
during  the  early  spring  of  1995  revealed  several  problems  which  were 
corrected  in  a  further  draft  that  was  tested  in  April.  The  final  version  is 
incorporated  in  CALGB  protocol  9484  which  was  mailed  to  CALGB 
institutions  on  May  15, 1995  for  activation. 

The  telephone  interviews  with  study  participants  have  gone  well  and  with 
excellent  patient  cooperation.  Because  accrual  has  been  less  than  anticipated 
during  this  period,  telephone  interviews  have  been  carried  out  on  all  patients 
rather  than  the  originally  planned  sample.  When  accrual  increases  as  a  result 
of  the  changes  in  the  protocol  described  above,  we  will  return  to  the  original 
strategy  of  interviewing  a  sample  of  the  total  population. 

Because  participants  in  the  amended  protocol  will  not  receive  information 
concerning  familial  gene  status,  study  participants  will  no  longer  consist  of 
two  groups:  those  who  wish  and  those  who  do  not  wish  to  know  their  status 
with  respect  to  familial  cancer  genes.  Thus  portions  of  the  original 
questionnaire  dealing  with  the  topic  of  the  choice  to  receive  information  on 
gene  carrier  status  will  be  no  longer  be  relevant.  The  questionnaire  has  been 
modified  accordingly  and  pilot  testing  of  these  modifications  has  been 
successful. 


b.  To  establish  review  procedures  and  criteria  for  selecting  patients  with  a 
family  cancer  history  for  further  study.  Criteria  will  include,  but  are  not 
limited  to,  having  one  or  more  first-degree  relatives  with  breast  cancer  or 
having  two  or  more  relatives  with  breast,  ovarian,  or  colon  cancer. 

This  technical  objective  was  changed  during  our  budget  negotiations  prior  to 
activation  of  the  project  given  the  budget  limitations.  We  will  not  allocate 
those  with  a  family  history  of  colon  cancer  into  the  group  for  the  telephone 
interview.  By  so  doing  we  will 

(i)  enrich  for  BRCA1  and  BRCA2  and  potentially  AT  families,  rather 
than  diluting  our  efforts  with  potential  MMR  families, 

(ii)  avoid  overlap  with  a  proposed  colon  cancer  susceptibility  study 
supported  by  other  funding 

(iii)  allow  us  to  focus  (as  we  should)  on  breast  cancer  screening  and 
treatment  issues,  even  though  colon  cancer  is  an  important  disease. 

The  purpose  of  developing  the  selection  criteria  is  to  yield  a  pool  of 
individuals  with  a  family  history  of  breast  cancer  who  will  participate  in  an 
intensive  telephone  interview,  this  hour-long  interview  was  developed  with 
input,  not  only  by  investigators  from  this  project,  but  in  concert  with  others 
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who  have  grants  from  the  U.S.  Army  Research  and  Materiel  Command  to 
support  related  investigations.  In  addition,  a  control  group  of  individuals 
without  a  family  history  of  breast  cancer  who  are  under  treatment  on 
CALGB  breast  cancer  protocols  is  included,  as  noted  above,  for  comparison 
purposes. 

c.  To  develop  a  telephone  interview  with  patients  identified  for  further  study 
that  will  expand  on  the  screening  data  collected,  obtain  information  that  will 
facilitate  validation  of  cancer  reported,  and  locate  selected  siblings  for 
inclusion  in  the  database.  The  study  will  obtain  exposure  information  from 
affected  and  unaffected  first-degree  relatives  of  patients  with  a  family  history 
of  cancer. 

The  telephone  interviews  are  proceeding  well  and  there  are  no  problems 
with  this  aspect  of  the  study. 

As  noted  above,  the  interviewing  of  family  members  was  eliminated  from 
the  project  prior  to  study  activation  as  a  result  of  the  need  to  reduce  the 
budget.  The  investigators  in  the  project  are  planning  to  submit  a  separate 
application  for  grant  funds  to  support  this  aspect  of  the  project.  If  funded,  the 
questionnaire  described  above  will  be  administered  to  family  members  who 
participate  in  the  project. 

d.  To  collect  fixed  breast  tissue  from  patients  and  germ-line  DNA,  plasma,  and 
urine  on  the  above  patients  and  family  members. 

CALGB  9484  covering  the  submission  of  tissues  and  specimens  listed  above, 
was  mailed  to  CALGB  institutions  on  May  15,  1995.  As  of  September,  1996 
the  protocol  has  been  approved  by  the  IRBs  in  the  49  institutions  listed  in 
Table  6.  When  the  revised  protocol  receives  final  approval  by  the  Army 
Research  and  Materiel  Command  (anticipated  by  October  1996)  we  anticipate 
that  the  number  of  participating  institutions  will  increase  to  about  200. 

Table  6 

IRB  Approval  of  CALGB  Protocol  9484 
September  1996 

St.  Joseph's  Hospital  and  Medical  Center,  NYH  affiliate 
University  Medical  Center  -  S.  Nevada  CCOP,  UCSD 
Valley  Hospital  Medical  Center  -  S.  Nevada  CCOP,  UCSD 
Medical  Center  of  Delaware  CCOP,  UMCC 
Beebe  Hospital  -  CCOP, ,  part  of  Delaware  CCOP,  UMCC 
Kent  General  Hospital  -  CCOP,  part  of  Delaware  CCOP,  UMCC 
Milford  Memorial  Hospital  -  CCOP,  part  of  Delaware  CCOP,  UMCC 
Salem  County  Memorial  Hospital  -  CCOP,  part  of  Delaware  CCOP,  UMCC 
Nanticoke  Memorial  Hospital  -  CCOP,  part  of  Delaware  CCOP,  UMCC 
Riverside  Hospital  -  CCOP,  part  of  Delaware  CCOP,  UMCC 
St.  Francis  Hospital  -  CCOP/part  of  Delaware  CCOP,  UMCC 
Union  Hospital  of  Cecil  County  -  CCOP,  part  of  Delaware  CCOP,  UMCC 
University  of  Tennessee,  Memphis,  TN 
Baptist  Memorial  Hospital,  CCOP 
Roswell  Park  Cancer  Institute,  Buffalo,  NY 
Dartmouth  Medical  School,  Norris  Cotton  Cancer,  (DMS) 

VA- White  River  Junction,  DMS  affiliate 
Springfield  Hospital,  DMS  affiliate 
Weeks  Memorial  Hospital,  DMS  affiliate 
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Continuation  of  Table  6 
IRB  Approval  of  CALGB  Protocol  9484 
September  1996 

Northeastern  Vermont  Regional  Hospital,  DMS  affiliate 
Brattleboro  Memorial  Hospital,  DMS  affiliate 
Cottage  Hospital,  DMS  affiliate 
Upper  Connecticut  Valley  Hospital,  DMS  affiliate 
Valley  Regional  Hospital,  DMS  affiliate 
Androscoggin  Valley  Hospital,  DMS  affiliate 
Department  of  Veterans  Affairs  Medical  Center,  DMS  affiliate 
Monadnock  Community  Hospital,  DMS  affiliate 
Alice  Peck  Day  Memorial  Hospital,  DMS  affiliate 
Huggins  Hospital,  DMS  affiliate 
Gifford  Medical  Center,  DMS  affiliate 
The  Memorial  Hospital,  DMS  affiliate 
El  Camino  Hospital,  Mount  Sinai  Hospital  affiliate 
Miriam  Hospital,  Rhode  Island  Hospital  affiliate 
Long  Island  Jewish  Medical  Center,  (LIJMC) 

Winthrop  University  Hospital,  LIJMC  affiliate 
Salem  Hospital,  Massachusetts  at  General  Hospital  affiliate 
Boone  Hospital  Center,  Missouri  affiliate 
Community  Hospital-CCOP,  Syracuse  affiliate 
Monmouth  Medical  Center,  Syracuse  affiliate 
Eastern  Maine  Medical  Center,  Dana-Farber  Cancer  Institute  affiliate 
Rutland  Regional  Medical  Center,  Green  Mountain  CCOP,  DFCI  affiliate 
Southwestern  Vermont  Medical  Center,  Green  Mountain,  CCOP,  DFCI  affiliate 
Central  Vermont  Hospital,  Green  Mountain,  CCOP,  DFCI  affiliate 
North  Adams  Regional  Hospital,  Green  Mountain,  CCOP,  DFCI  affiliate 
University  of  Chicago  Medical  Center 
Parkview  Memorial  Hospital,  Chicago  affiliate 
Mercy  Memorial  Medical  Center,  Chicago  affiliate 
Louis  A.  Weiss  Memorial  Hospital,  Chicago  affiliate 
Lutheran  General  Hospital,  University  of  Illinois  affiliate 


To  review  and  confirm  the  histopathological  diagnosis  of  breast  cancer  on 
submitted  tissue. 

This  activity  is  proceeding  without  any  problems. 

Infrastructure  and  Policy  Development: 

Overview: 


The  Pathology  Coordinating  Office  has  developed  an  integrated  coordination 
and  communication  network  through  the  Tissue  Resource  Coordinating 
Committee  for  the  systematic  collection,  archiving,  surveillance,  quality 
control  and  quality  assurance  for  the  acquisition  and  processing  of  the  fixed, 
paraffin  tissue  blocks  for  this  study.  The  appointment  of  a  tissue  bank 
coordinator,  who  also  serves  as  the  CALGB  Vice  Chair  and  Tissue  Bank 
Coordinator  for  solid  tumor  correlative  science  studies  will  facilitate  and 
expedite  this  integration,  interfacing  with  database  management,  maintaining 
appropriate  quality  control  and  quality  assurance  procedures  for  the  storage 
and  processing  of  tissues,  and  developing  policies  to  respond  to  institutional 
pathology  concerns  of  tissue  banking.  In  addition,  we  have  identified 
coordinating/ contact  pathologists  at  each  of  our  main  and  affiliate  institutions 
to  expedite  case  accessioning  of  paraffin  blocks  and  to  establish  a  network  of 
communication  for  responding  to  mutual  concerns  and  problems  that  may 
develop  during  the  course  of  the  study  (additional  efforts  to  integrate 
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pathology  participation  are  discussed  section  3).  The  following  sections 
describe  pathology  policy  that  we  have  developed  for  tissue  banking  (see 
Section  A-l  and  Appendix  6),  and  detailed  procedures  for  processing  to 
ensure  quality  control  and  quality  assurance  as  well  as  steps  taken  to  avoid 
depletion  of  the  block  (Appendix  7). 

Pathology  policy  development  for  tissue  banking: 

Although  tissue  acquisition  for  this  study  commenced  October,  1995,  the 
Pathology  Coordinating  Office  has  had  experience  collecting  blocks  as  a 
mandatory  requirement  for  four  breast  cancer  clinical  trials  now  active  in  the 
CALGB.  Because  of  varying  certification  and  licensing  requirements  placed  at 
the  federal,  state  and  professional  society  level  concerning  retention  of  blocks 
by  institutional  surgical  pathology  laboratories  it  is  not  always  clear  whether 
all  or  simply  representative  tissue  blocks  are  required  to  remain  on  file  by  a 
pathology  laboratory.  Some  hospital  policies  prohibit  release  of  an  entire 
block  for  storage,  but  will  allow  cut  sections  to  be  stored.  Many  hospitals  are 
willing  to  release  blocks  if  they  can  be  assured  of  accessibility  to 
representative  material  for  any  future  medical-legal  need.  In  order  to  address 
these  concerns,  and  offer  alternatives  for  those  hospitals  whose  policies 
prohibit  release  of  an  entire  block  for  storage,  we  have  developed  a  Tissue 
Bank  policy  for  this  study  (Appendix  6). 

Quality  control  and  quality  assurance  of  tissue  blocks/sections: 

Several  precautions  are  taken  to  ensure  that  appropriate  processing  is 
performed  to  accommodate  a  variety  of  laboratory  uses.  High  quality 
sections  that  are  representative  of  the  histopathologic  diagnosis  of  breast 
cancer  are  required.  For  example,  to  reduce  possible  DNA  contamination  for 
molecular  assays  the  following  precautions  are  taken:  gloves  are  worn  by  the 
histotechnician,  the  disposable  blade  is  wiped  down  with  10%  bleach, 
followed  by  70%  alcohol  between  each  block  unless  a  new  blade  is  used;  the 
water  bath  surface  is  cleaned  between  each  block,  clean  forceps  are  used  for 
each  block.  In  addition,  all  thick,  10  micron  sections  cut  for  molecular  assays 
are  placed  on  uncoated  slides  (  to  facilitate  scraping)  and  are  stored  at  4 
degrees.  All  intact  blocks  are  stored  at  4  degrees  to  minimize  antigen 
deterioration.  Thin  sections  cut  for  immunohistochemistry  are  stored  at  a 
minimum  of  4  degrees  (preferably  -70°C)  and  are  placed  on  coated  slides  (to 
avoid  tissue  detachment  during  assay).  H  &  E  sections  are  cut  at  different 
levels  throughout  the  block  to  ensure  that  representative  tissue  is  being  used 
for  a  particular  assay.  These  procedures  also  address  the  steps  to  be  taken 
when  minimal  tissue  is  available  from  the  block.  This  ensures  that  tissue  will 
not  be  exhausted  in  these  blocks.  A  detailed  procedure  for  processing  of 
tissue  sections  for  molecular,  immunohistochemical  and  flow  cytometric 
assays  can  be  found  in  Appendix  7 
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Efforts  to  Integrate  Pathologist  Participation  in  this  Study: 

The  institutional  pathologist  is  a  critical  link  for  accessing  representative  tissue 
for  laboratory  studies.  However,  in  the  cooperative  group  setting,  the 
pathologist  has  often  not  participated  in  breast  cancer  studies  except  in  the 
submission  of  tumor  blocks  to  the  Pathology  Coordinating  Office.  In  an 
effort  to  enhance  integration  of  pathologists  into  the  cooperative  research 
process  for  breast  cancer  clinical  trials  and  correlative  science  studies, 
Pathology  Workshops  are  held  at  CALGB  meetings  to  disseminate 
information  regarding  breast  cancer  studies,  to  discuss  the  active  role  that 
pathologists  can  play  in  these  studies  and  provide  a  forum  for  problem 
resolution  with  respect  to  accession  and  tissue  banking.  The  concept  of  these 
workshops  and  pathology  integration  in  cooperation  is  fully  supported  by 
the  College  of  American  Pathology. 


f.  To  integrate  information  about  specimen  receipt,  specimen  availability,  and 
laboratory  testing  results  with  the  CALGB  data  base  and  to  prioritize  use  of 
this  information. 

This  activity  is  a  major  goal  for  years  3  and  4  of  this  project. 


g.  To  modify  the  CALGB  data  base  and  data  handling  procedures  at  the  CALGB 
Statistical  and  Data  Management  Center  at  Duke  University,  so  as  to 
efficiently  capture  and  record  information  from  the  registry,  and  to  furnish  it 
to  users. 

Under  the  leadership  of  Ms.  Donna  Hollis  and  Gloria  Broadwater,  the  first 
half  of  the  above  objective  has  been  met.  As  information  concerning  these 
studies  is  gathered,  the  second  portion  of  this  task  will  be  performed,  namely 
the  integration  of  the  information  with  clinical  characteristics,  response  to 
treatment  and  other  endpoints. 

Further  thinking  about  the  research  design  has  indicated  that  a  goal  of 
furnishing  the  database  information  to  users  is  inappropriate.  Instead,  the 
results  of  laboratory  and  other  investigations  will  reside  in  the  database  and 
will  be  accessed  by  CALGB  statisticians  in  order  to  address  hypotheses 
offered  by  all  investigators  participating  with  CALGB  in  this  project. 


h.  To  augment  resources  at  CALGB  institutions  in  order  to  procure  the  above 
described  information  and  specimens. 

Payments  to  institutions  to  cover  the  costs  of  selecting  or  obtaining 
specimens  has  begun.  Because  accrual  has  been  slower  than  originally 
anticipated,  the  cost  to  the  project  for  reimbursement  of  institutional 
expenses  has  been  less  than  originally  budgeted.  With  the  decision  to 
incorporate  the  consent  for  participation  in  this  study  into  the  consent  for  the 
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treatment  protocol  we  expect  a  dramatic  improvement  in  accrual.  There  will 
be  a  corresponding  increase  in  budget  from  the  project  to  reimburse 
institutions  beginning  in  1996  thereby  making  up  the  savings  during  the 
period  of  slow  accrual. 

III.  SUMMARY 

A.  Conclusions: 

1.  CALGB  Protocol  9484,  providing  the  basis  for  specimen  and  data  collection  for  a 
Linked  Breast  Cancer  Registry,  has  been  amended  and  approved  by  the  Army 
Research  and  Materiel  Command  for  review.  The  amended  protocol  addresses 
the  principal  causes  of  low  accrual  to  the  protocol  and  approval  of  the  amended 
protocol  is  expected  shortly.  The  amended  protocol  will  overcome  many  of  the 
objections  that  IRBs  raised  with  respect  to  the  first  version  of  the  protocol,  and 
patient  accrual  to  the  project  is  expected  to  improve  rapidly. 

2.  Problems  concerning  the  nature  and  process  of  informed  consent  for  studies  of 
familial  breast  cancer  genes  have  been  addressed  during  the  above  process  and 
resolved  to  the  extent  that  a  successful  project  is  anticipated. 

3.  Personnel  responsible  for  the  telephone  interview  of  patients  concerning  risk 
factors,  exposure  and  reproductive  history,  and  psychosocial  data  collection  have 
been  hired.  The  procedures  used  for  this  purpose  have  been  developed,  pilot 
tested,  revised  and  implemented. 

4.  The  DNA  extraction  apparatus  has  been  purchased,  installed,  and  is  in  use  at  the 
University  of  North  Carolina,  Chapel  Hill.  The  freezer  for  urine  and  plasma 
samples  that  was  purchased  at  the  Dana  Farber  Cancer  Institute,  Boston  has 
been  moved  to  Georgetown  University  where  Dr.  Hayes,  the  subcontractor  for 
this  portion  of  the  project,  has  recently  assumed  a  faculty  position.  Specimens  of 
plasma  and  urine  are  now  being  shipped  to  that  location. 

5.  Workshops  for  CALGB  data  coordinators  and  genetics  counselors  were  held 
November  1995  in  Dallas,  Texas  and  May  1996  in  Miami,  Florida  in  order  to 
further  educate  CALGB  staff  as  to  the  requirements  of  this  project.  An  additional 
workshop  is  scheduled  for  November  1996  in  Pittsburgh. 

6.  Changes  in  Project  Staff: 

Transfer  of  the  CALGB  Central  Office  to  the  University  of  Chicago: 

On  March  31,  1995,  Dr.  McIntyre's  5  year  term  as  Chairman  of  CALGB  was 
completed  and  he  was  replaced  as  Group  Chair  by  Dr.  Richard  Schilsky,  Director 
of  the  University  of  Chicago  Cancer  Research  Center,  who  had  been  elected  to 
the  position.  The  Central  Office  of  the  Chairman  moved  from  Dartmouth 
College  to  the  University  of  Chicago  during  the  week  of  May  8th.  Ms.  Karen 
Sartell  the  Group  Administrator  and  Ms.  Mary  Sherrell  the  Chief  Financial  Officer 
who  played  critical  roles  in  this  project  at  Dartmouth  continue  in  these  positions 
in  Chicago  and  continue  their  important  roles  within  this  project.  A  new  protocol 
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editor  in  Chicago,  Kathleen  Karas,  has  replaced  Priscilla  Stoner  who  contributed 
to  this  project  at  Dartmouth.  The  effort  devoted  by  those  in  the  Central  Office  to 
this  project  has  not  changed  and  the  positions  previously  supported  at 
Dartmouth  are  now  supported  by  a  subcontract  to  the  University  of  Chicago 
from  Dartmouth.  Dr.  McIntyre  continues  as  Principal  Investigator  and  is  linked 
to  the  Central  Office  in  Chicago  by  e-mail,  FAX,  phone,  and  by  frequent 
meetings  with  the  staff  of  the  Central  Office.  During  the  1995-1996  project  year 
these  arrangements  have  proved  very  satisfactory  and  will  be  continued  in  the 
next  year  of  the  project. 

As  a  result,  there  has  been  no  material  effect  of  the  change  in  the  location  of  the 
Central  Office  upon  this  project.  Nor  has  there  been  any  change  in  the  time-line 
as  a  result  of  the  move  of  the  Central  Office.  There  will  be  no  change  in  the  cost 
of  the  project.  A  letter  of  support  for  this  project  from  Dr.  Schilsky  supporting 
the  project  is  included  as  Appendix  8. 

Dr.  Liu  assumed  the  position  of  Director  of  the  Division  of  Clinical  Sciences, 
National  Cancer  Institute  and  departed  from  his  previous  position  at  the 
University  of  North  Carolina,  Chapel  Hill  (UNC)  during  the  summer  of  1996. 
Lynn  Dressier,  M.A.  who  has  played  a  major  role  in  the  project  at  that  institution 
has  been  appointed  to  take  over  the  responsibility  for  the  subcontract  at  UNC. 
This  transition  has  been  very  smooth  and  no  problems  are  anticipated  because  of 
Dr.  Liu's  departure.  Dr.  Liu  will  continue  to  interact  with  his  laboratory  at  UNC 
weekly  during  the  next  year. 

Dr.  Daniel  Hayes,  moved  from  the  Dana  Farber  Cancer  Center,  Boston,  to  the 
Lombardi  Cancer  Center  at  Georgetown  University,  Washington,  D.C.  The 
specimens,  laboratory  equipment  and  subcontract  supporting  his  participation  in 
this  project  have  been  moved  to  this  new  location  and  there  were  no  problems 
with  this  transition. 


R  Changes  Resulting  from  Experience  in  Year  2.  Problems  and  Corrective  Actions. 

The  major  problem  during  year  2  has  been  the  slower  than  anticipated  accrual  to 
CALGB  9484  due  to  the  ethical  issues  surrounding  the  studies  of  familial  cancer 
genes.  The  initial  version  of  our  protocol  was  developed  as  a  consensus  regulations 
concerning  use  of  human  subjects  and  cancer  advocates.  Despite  this  input,  there  has 
been  much  slower  than  expected  activation  of  the  protocol  at  our  institutions. 
Although  our  project  was  conceived  and  designed  to  minimize  the  risks  involved  in 
this  kind  of  research,  the  appearance  of  cautionary  articles  for  the  lay  and  scientific 
community  27  resulted  in  a  changed  climate  for  the  institutional  review  of  this 
project.  Although  a  number  of  IRBs  have  approved  the  protocol,  the  protocol  has 
been  approved  in  only  about  one  sixth  of  CALGB  institutions. 

Further  education  efforts  will  take  place  at  a  workshops  to  be  held  during  the 
CALGB  1996  Fall  and  1997  Spring  meetings.  These  education  efforts  promote  accrual 
and  address  other  issues  that  come  up  as  the  study  progresses.  These  workshops 
will  continue  at  future  CALGB  meetings. 
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At  this  time,  we  are  behind  the  schedule  set  out  in  the  budget  revision  negotiated  at 
the  time  this  project  was  activated.  In  order  to  move  the  project  along  at  a  faster 
rate  it  was  necessary  for  us  in  the  last  year  to  assign  additional  personnel  at  the 
University  of  North  Carolina  who  have  worked  with  the  staff  at  the  CALGB 
Pathology  Office  at  Roswell  Park  Cancer  Institute  in  order  to  gear  up  for  more  rapid 
receipt  of  specimens  in  year  3.  In  addition,  equipment  purchases  planned  for  the 
CALGB  Pathology  Office  will  assist  in  more  rapid  processing  of  specimens. 

An  unexpected  number  of  institutions  have  requested  that  the  blocks  submitted  on 
9484  be  returned  immediately  after  sections  have  been  taken  and  have  cited  various 
regulatory  or  legal  requirements  as  the  reason  for  these  requests.  In  order  to 
resolve  this  problem  we  are  taking  two  courses  of  action.  We  hope  to  convince 
most  of  those  making  this  request  that  it  is  reasonable  for  us  to  have  custody  of 
their  blocks  as  long  as  we  demonstrate  that  we  can  return  them  to  the  institution 
within  one  business  day  of  a  request  for  their  return.  Second,  we  plan  to  maintain 
paraffin  sections  at  4°C  or  colder  In  addition,  we  indicate,  on  the  slide,  the  date  the 
sections  were  cut  to  help  address  there  issues.  We  are  also  conducting  time-course 
experiments  to  optimize  storage  conditions  for  new  antibodies  as  they  become 
available  for  use.  This  may  stabilize  antigens  that  have  been  shown  to  deteriorate  in 
sections  maintained  at  the  higher  temperature. 

A  Certificate  of  Confidentiality  has  been  granted  from  the  Department  of  Health 
and  Human  Services  HHS  in  order  to  enhance  the  level  of  confidentiality  concerning 
the  results  of  the  testing  for  hereditary  cancer  genes  resulting  from  this  project. 
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APPENDIX  1 


CALGB  Protocol  9484 

Linkage  of  Molecular  and  Epidemiological  Breast  Cancer  Investigations 
with  Treatment  Data:  A  Specialized  Registry 
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Update  #  1 
10/15/96 


CANCER  AND  LEUKEMIA  GROUP  B 


PROTOCOL  UPDATE  TO  CALGB  9484 


LINKAGE  OF  MOLECULAR  AND  EPIDEMIOLOGICAL 


uriDEMIOLOGICAL  BREAST  CANCER  INVESTIGATIONS 
WITH  TREATMENT  DATA:  A  SPECIALIZED  REGISTRY 


_X — Revision  _ XAmendment 

_X — Change  of  participants/coordinator  (s)  +/ 

— - Editorial,  administrative  changes 

_X — Scientific  changes  (IRB  approval) 

- Therapy  changes  (IRB  approval) 

- Eligibility  changes  (IRB  approval) 

X — Informed  Consent  changed  (IRB  approval) 
_ Other: 


_ Status  Change 

Activation 

_ Closure 

_ Partial  Closure 

- Temporaiy  Closure 

_ Reactivation 


£”.^'ht“t^^  study,  f  replacement  document  i.  being 

model  consent  form  The  P*eVlouS  ™«ion  of  this  protocol,  including  thf 

following:  replace  the  CALGlT Detailed  ®^ould  be  retained,  except  for  the 

Interview  in  Appendix  n  with  the  undated  ami|y  history  and  Epidemiology  Telephone 
IV.  DHHS  Confld«S5ity  cStSca??  00  *  t“8  Updatc’  “d  add  Appendix 

the  CALGB  Data  ^n.g.meu?  Cente°  919  286-00«.  a™l  '  ^ 

SUMMARY  OF  RBVTsropjft. 


ConuidttMnchah0I>aUiUCoorcUnatore  a^Dr”^  t Chair.  Breas, 

BLOOD  SHIPMENTS  TO  DR  HAYES  SHOm  n  fu^erarr^ivF  NOTE  THAT  ALL  URINE  AND 
NOT  DANA  FARBErJwCM^ST%?%?  ZZS2ZJS?  LOMBARDI  CANCER  CENTER, 
COLLECTION  SHOtnJ 

mmiSTsL^T  f°r  CeMral  °ffto  has  b“"  Ranged;  the  fax  number,  however. 


Specimen  procurement  and  shipping  instructions  have  been  clartiled  throughout  the  protocol. 

SSpSSr™"5  haS  1SSUed  *  Co"»^"y  Certificate  for  this 
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SUMMARY  OF  AMEHBMEKXS 

mmsjmmm 

-  i°e  P"a”tSe“d  studtes  offamfly  members  have  b“"  «“-• 

Sm«n t,  °of  ^”‘T*  '°rm  9484 •  >»««*<>•  *»' 

: ’frgl 

treatment  consent  form  enUtied  "Consent  for  Studies  r  S'^n  the  sectlon  of  the 
Registration  tn  Q4«4  :T  a  consent  lor  Studies  of  Hentable  (Familial)  Cancer  Genes” 

Confidentiality  Certificate.  F  “® 


ATTACH  TO  THE  FRONT  OF  EVERY  COPY  OF  THIS  PROTOCOL 


cc: 
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For  questions  regarding  submission  of  tissue  samples,  contact: 


Maurice  Barcos.  M.D. 

CALGB  Central  Pathology  Office 
Roswell  Park  Cancer  Institute 
Department  of  Pathology 
Elm  at  Carlton 
Buffalo.  New  York  14263 
Phone:  (716)  845-4443  Fax:  (716)  845-8077 
calgbpath@sc3 1 02.Tmd.buffalo.edu 

For  questions  regarding  submission  of  whole  blood  samples,  contact: 

Lynn  Dressier,  M.A. 

University  of  North  Carolina 
Medical  Oncology  Division 
CB  #7295  Lmeberger  Cancer  Research  Center 
Chapel  Hill.  NC  27599-7295 
Phone:  (919)  966-0196  Fax:  (919)  966-4244 
dressler@med.unc.edu 

For  questions  regarding  submission  of  plasma  and  urine  samples,  contact: 

Daniel  F.  Hayes,  M.D. 

Lombardi  Cancer  Center 
Room  E504 
Research  Building 
3970  Reservoir  Road,  NW 
Washington,  DC  20007 
Phone:  202-687-2103  Fax:  202-687-4429 
hayesdJ@gunet.georgetown.edu 

For  questions  regarding  forms,  contact: 

Laura  Gross 
Data  Coordinator 
CALGB  Data  Management  Center 
First  Union  Plaza,  Suite  340 
2200  West  Main  Street 
Durham,  NC  27705 

Tel:  919-286-0045,  x235  Fax:  919-286-1142 
clgross@ccstat.mc.duke.edu 

For  administrative  issues,  contact: 

Kathleen  S.  Karas 
Protocol  Editor 
CALGB  Central  Office 
208  South  LaSalle  Street.  Suite  2000 
Chicago.  IL  60604 

Tel:  773-702-9674  Fax:312-345-0117 
kkaras@midway.  uchicago.  edu 
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1.0  INTRODUCTION 

unifonnly  staged  and  treated  patients  orTcALGR  nr nt  Chl?1Cal  lnformation  on  groups  of 
contrast  to  a  popXon  basert  .  «  and  other  laboratory  studies,  in 

treatment  and  factors  such  as  genomic  susceptXy  Lltcq^siS™  minw 

*LmaVeutCZeortliiSiemeUcr2es  (breast  cancer  tissue, 

will  conduct  a  vaSe™  Ssetch  u“e  !°  qu,amed  ‘"'’cstigators  who 

epidemiological  hypotheses  These  investiffatnrc  laboratory'based.  psycho-social  or 
and  other  mecha^sms  Sd  &?SSS5SSS 1  ^  bf+ suPP°rted  by  Pee™ewed  grants 
results  will  be  forwarded  to  the  CALGR  riatah  C  atv,n°  cbarge  to  patients.  Laboratory 
responsible  for  all  an^vses  Ainnfnr^?  database  where  CALGB  statisticians  will  be 
CALGB  database  a“d  ?Dait?n  f  res“  tog  from  studies  will  reside  in  the 
Data  Management  Center  P  ldenbb^s  will  remain  confidential  within  the  CALGB 

r^i^ati^^^^^^^^P^^^o^hased  ^netic  stuthes^we  feel° thaT this^tvo  ^ 

information  to  the  general  public  *  framework  for  communicating  this  type  of 

Se^  genes,  and  submission  of 

genes,  a  separate  prapective informed  concerning  studies  of  heritable  cancer 

consent  for  participation  in  the  other  cornnonemlTenr^^rP^  submission-  as  well  as 
documents  are  incorporated  into  thp  ts  represented,  is  required.  These  consent 

protocol.  f-c  each  relevant  treatment 

the  patient  enters  the  treatment  study.  P  ®  StTy  must  be  °btamed  at  the  time 

fZ' diagn°sls  has  beE"  established  a. 
that  are  currently  being  addressed  bv  aDnronrlT^KL  anC-rc>mednles  conflicting  issues 
blocks  is  felt  by  some  S  have  Sn conveyed TS?  tK;  ^  "^ership-  of  th?  Ussue 
consent  for  surgery,  but  this  is  disputed  hv^thUr ' “ ltubon,by  *be  wording  of  the  usual 
represented  by  the  studies  to  be  nerfn^meH  ytLtberS  Wb<?  ^ee  tbat,  for  the  purposes 
the  tissue.  More  particularly  thePview  has  hL.^'8  Protocol  thc  patient  retains  rights  to 
enforceable  pmufey  SS  when  smdtes are  ^  patient  *>ave  an 

manner  to  them.3  We  believe  that  the  enr.c»rsffe  tu"6  ont*ssue  that  is  linked  in  some 
relevant  treatment  consent  form  specifies  conditio™*  reg'stry  ‘"eluded  in  each 

is  not  subjected  to  a  ne^rtlHi^crn^i^t?  whlcb  ^ Ule T^aUenfs  right  to  privacy 
College  of  Pathology,  the  Joint^omm.ssion  on  the  a  *3*^-  S^ate  laws'  the  American 
and  the  Clinical  I^to^mpSSSS ^mZ^T°n  °f  Care  Facilities- 

retention  of  diagnostic  tissue  at  the  may  have  requirements  concerning 

whether  it  is  l°  be  dete™‘ned 

approved  parties.  Finally,  there  are  diverpeneiei  tbe  dssue  in  the  custody  of  other 

Research  and  Materiel 'FT**?*  U  S‘  ^  Medica> 

National  Institutes  of  Health  concerning  a  re  1CC  °f  Py°frctlon  fr°m  Research  Risks. 

’  concerning  a  requirement  that  specimens  collected  with 
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funding  from  the  Department  of  Defense  become  the  property  of  the  U.S.  Government 
Certain  of  these  may  require  establishment  of  legal  precedent  for  their  resolution 

’  n  StMUti°nS  concems  about  this  possibly  conflicting  positions  may  wish  to  contact 
r.  Maunce  Barcos,  Director  of  the  CALGB  Pathology  Coordination  Office  for  additional 
information  about  the  procedures  that  CALGB  has  established  to  ensure  that  fixed  breast 
tissue  remains  available  for  return  to  the  institution,  if  required. 

2.0  OBJECTIVES 


L  To  collect  fonnalin-fixed,  paraffin-embedded  (FFPE)  breast  tissue  for  in  situ  studies  and 
nS^m 11011  a  SOmartlC  DNA  and  peripheral  blood  for  extraction  of  germline  DNA  also 
SltoenTprSs  m  P^"15  ^  ^  CanCer  entered  °n  C^GB  breast  canter 

2‘  SsT  311(1  COnfirm  ^  hfstopathological  diagnosis  of  breast  cancer  on  submitted 

3'  Iboie^atieknTsfanii,y’  end°Crine  reproductive  history,  and  exposure  data  on  the 

4'  ab°Ie  Spec™ens  to  aPProved  investigators  who  will  perform 

""*■  “  CALGB  <*■*-«  for 

5-  —  “8e 

3.0  STATISTICAL  CONSIDERATIONS 

A  Steering  Committee  is  responsible  for  approving  each  individual  Droiect  usinu  the 
f,  1 specialized  registry.  Each  Individual  project  submltttdTr  reWew  ^11 
ontain  a  statistical  section  detailing  the  hypothesis  and  the  estimated  powers  required  in 
the  proposed  analyses.  Flexibility  is  essential  since  the  alternative  hSesisT  1  va^ 
rom  one  project  to  the  next.  If  the  alternative  hypothesis  is  close  to  the*null  then  a  la  rue 

re^CrceTofr  Je@s^-  '  hyp0thes,s  be  adequately  tested  given  the  current 

Da^entf  Stehfn°thOSalS  ^at  ^  eXpect  tD  receive  concem  analyses  of  subgroups  of 

^,en.t,f,cWb^Pdt^seT^ushrg  liequemiai*^t^sticalUtestskarujHHlcuild^facilitateran  '^rlv 

is  obtained  to 

reSa^  ^  the  ablUty  t0  secure  funds  *»  operate  uS 
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4.0  Eligibility  criteria 

' 4,1  a  — 

updates  (revisions)  to  this  protocol  to  include  addihSial  Sr T  C  m 
— Uc  breast  cancer  treaSnen,  protocols  that 

?£f,oarA  Randomized'  Comparative  Studv  Of  High  Dose  CPA/rnnp/Rrwn 

SS!  Metesauc  Br^l^fer™0'  “  ^  D0Se  Urels  ta  the  Treatm'm  °f  Patients 

ss,-  -  -si”  J^'Ssa? 

9344  Doxorubicin  Dose  Escalation,  With  Or  Without  Taxnl  Ac  Part  nm,  o  A 
fntrgronup  Stady°,heraPy  Reg'men  F°r  Node  PoslUve  Breas'  Cancer:  A  Phase  III 

“  in mszsmm 

£2 

5.0  Registration 

mSX0"  oT  Cab.l  Keytar ' %lSS£»f  0)?ly'  r^'™ 

Eastern  Tirnel  with  the  follonong  InSaSn  MondayP"<iay.  9  am-5  pm 

Your  name 
Study  # 

Institution  # 

Treating  Physician 
Patient’ s  Social  Security  # 

Patient' s  Name,  I.D.# 

Patient  s  Address  and  Phone  Number 
Signed  informed  Consent  (Date) 

££  °ISnDa?e  o^Gen0mlC  S,Ud'K-  «udle. 

Zip  code  of  residence 
Method  of  payment 
Diagnosis,  Date  of  Diagnosis 
Eligibility  Criteria  met  (Sec.  4.0)  (yes,  no) 

List  CALGB  treatment  protocol 

Does  patient  release  or  retain  rights  to  specimens? 

Date  of  most  recent  Institutional  Review  Board  approval  (<1  year) 
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6.0  REQUIRED  DATA 


L 1  registered?/ 1 CAISr^q4SSCiTnS  according  t0  Protocol  requirements  for  all  patients 
SSpS  Wh°  receive  treatment  on  “  appropriate  CALGB  breast 

’,2  Cj^G?  in.stitutions  should  submit  specimens  along  with  their  corresDondinff 

stnraol0gy/^SPHCimeii  ®ubmission  forms  to  the  appropriate  CALGB  laboratory  for 
aS  Vacated  below.  If  tissue  block  will  not  be  submitted  for  a  patient  the 
institution  should  submit  the  CALGB  Pathology  Routing  Form  (C  350)  indicator  the 

T£iz%Ji0rbm?,on  alo?g  Mth  a  iet“r  from 

explaining  the  reason  for  nonsubmission.  ^  ® 

Copies  of  these  forms  are  included  in  this  appendix. 

biock  w" not  bc  submi“d»' 

Maurice  Barcos,  MD.  PhD 
CALGB  Pathology  Coordinating  Office 
Roswell  Park  Cancer  Institute 
Elm  &  Carlton  Streets 
Buffalo,  NY  14263-0001 

and  a  copy  of  C-350  form  to  the  CALGB  DMC;  keep  a  copy  for  your  records. 

s'2'2  smrss  ass  c 

Qing  Yang/Daynice  Skeen/Lynn  Dressier 
UNC  DNA  Extraction  Laboratory 
University  of  North  Carolina 
CB  #7295  Lineberger  Cancer  Research  Center 
Mason  Farm  Road.  Room  350 
Chapel  Hill,  NC  27599-7295 

and  a  copy  of  C-383  form  to  CALGB  DMC;  keep  a  copy  for  your  records. 

6.2.3  Submit  plasma  specimens  with  original  C-384  form  to: 

Daniel  F.  Hayes,  M.D. 

Lombardi  Cancer  Center 
Room  E504 
Research  Building 
3970  Reservoir  Road,  NW 
Washington,  DC  20007 

and  a  copy  of  C-384  form  to  CALGB  DMC:  keep  a  copy  for  your  records. 
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6.2.4  Submit  urine  specimens  with  original  C-449  form  to: 

Daniel  F.  Hayes,  M.D. 

Lombardi  Cancer  Center 
Room  E504 
Research  Building 
3970  Reservoir  Road,  NW 
Washington,  DC  20007 

and  a  copy  of  C-449  form  to  CALGB  DMC;  keep  a  copy  for  your  records. 
6.2.5.  Send  Family  History  of  Cancer  Questionnaire  to  the  CALGB  DMC: 
CALGB  Data  Management  Center 
2200  West  Main  Street,  Suite  340 
Durham,  NC  27705 
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FORM 


C-350 


CALGB  Pathology  Routing  Form  (for 
tissue  blocks) 

Surgical  path  report 


Submission  Schedule 


Submit  both  form  and  report  regardless  of 
whether  or  not  block  is  sent.  Submit  with 
either  tissue  block  from  surgical  specimen 
(breast  or  node)  OR  letter  from  pathologist 
stating  reason  for  nonsubmission  of  block. 
Submit  prior  to  first  chemo/RT  treatment. 


C-383 


ShiS'  btondT”"  R°uang  FOnn  lfOT  Subm“  w“h  Who1'  blood  Submit 

D1  d)  nrior  to  first  chemo/RT  treatment. 


C-384 


C-449 


CALGB  Specimen  Routing  Form  (for  Submit  with  plasma  specimen. 

P  aSmaJ  Submit  prior  to  first  chemo/RT. 

CALGB  Specimen  Routing  Form  (for  Submit  with  urine  specimen. 

UnneJ  Submit  prior  to  first  chemo/RT. 

For  adjuvant  studies  using  chemotherapy, 
submit  prior  to  treatment,  at  the  completion 
of  treatment,  and  at  each  follow-up  visit 
scheduled  in  the  treatment  protocol. 

For  adjuvant  studies  using  hormone  therapy, 
submit  prior  to  treatment  and  at  each  follow¬ 
up  visit  scheduled  in  the  treatment  protocol. 

For  metastatic  studies  using  chemotherapy, 
submit  prior  to  treatment,  on  day  one  of  each 
cycle,  and  at  each  follow-up  visit  scheduled  in 
treatment  protocol. 

For  metastatic  studies  using  hormone 
therapy,  submit  prior  to  treatment  and  at 
each  follow-up  visit  scheduled  in  the 
— _ _ _ treatment  protocol. 


C-377  Family  History  of  Cancer 
Questionnaire 


Within  2  wks  of  registration  onto  CALGB 
9484.  If  the  patient  declines  to  complete  the 
questionnaire,  it  should  be  submitted  with 
“PATIENT  DECLINED"  and  the  date  written 
across  the  top. 
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8.0  METHODS 


8.1  Patient  entry:  Eligible  patients  are  entered  on  this  protocol  if  thev  consent  at  the 

tr'atmem  Pr0,0C01  and  meet  stud>' 

8-2 

one10blorkSSayh  Iffmsuficient  P^niaiy  or  nodal  tissue  is  available  for  submission  of 

^  “*  lnSt“UUOnal  Path0l°glS'  ^ 

Submission  of  representative  tissue  sections  on  glass  slides  is  not  acceDtable  since 

for  Sir?  be  processed  in  different  ways  for  various  assavs:  4p  on^lass  slides 
or  HE  staining  and  immunohistochemistry,  10|i  for  DNA  extraction  and  m,  w 
nuclear  Isolation  for  flow  cytomehy.  The  CALGB  Pathoiogy Sfflce  at' RosteH  t/rk 
,nsUtute  prepare  these  sections  as  there  is  some  VrtdOTce  tha  anS 
may  occur  over  time  on  cut  sections  unless  maintained  at  a  low  temperature  g 

ssiaaiipsgs 

Dr.  Maurice  Barcos.  Chair 
CALGB  Pathology  Office 
Roswell  Park  Memorial  Institute 
Department  of  Pathology 
Elm  and  Carlton  Streets 
Buffalo,  NY  14263 
7 1 6-845-4443 

.3  Timepolnts  for  collecUon  of  plasma,  urine.  Md  whole  blood  for  genomlc 


8.3.1  For  Adjuvant  studies  using  chemotherapy: 


SSSr  se  ss= 
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8.3.2  For  Adjuvant  studies  using  hormone  therapy: 


imultionh?nribl^d  for hPfa^a  and  Urtne  Samples  from  Patients  prior  to  treatment 
protocol  follow-up  treatment  visit  scheduled  in  the  treatment 

eoUect  whole  blood  separately  for  genomic  DNA  studies  prior  to  treatment 

SSybSSJhKSSSlS0  have  slgned  poraon  of  ^  *»» 


8.3.3  For  Metastatic  Studies  using  chemotherapy: 


inmSitonh°<inbH°0d  f0r  plf 1 mavand  samples  from  patients  Prior  to  treatment 

of  t~t- and  at  each  f°itow-up 

totoa?nnW^°ilefbl°^d  SCparately  for  gnomic  DNA  studies  prior  to  treatment 

have  s,gned 


8.3.4  For  Metastatic  Studies  using  hormone  therapy: 


Who1  j  blood  for  plasma  and  urine  samples  from  patients  prior  to  treatment 
initiation  and  at  each  follow-up  visit  scheduled  for  the  treatment  protocol. 

whole  blood  separately  for  genomic  DNA  studies  prior  to  treatment 

have  s,gned  poreo"  ^ 

8  4  8°“omt|i°«Xs*“°d“ng  in,,I”cti““  *»  *»d  whole  blood  lor 

8.4.1  Plasma  collection  and  handling: 

co0Son°Sbef  Wh0le  bl°°d  by  ven‘Puncture  “tt°  an  EDTA-contalning  Ipurple  topi 

Centrifuge  blood  at  3000Xg  for  ten  minutes  (standard  clinical  centrifuge)  Then 
aliquot  supernatant  plasma  into  a  separate  tube  ai^^tS^SSihttS 
patients  name.  CALGB  number,  hospital  number,  the  date  of  collectton  the 

the^ffil  registered^  and  **“  nUmbCr  °f  **  CALGB  cllnical  protoco1  to  wh*h 

Separation  (centrifuging,  aliquoting)  the  plasma  should  be  performed  within  4-6 
hours  of  col  ection.  Samples  may  be  stored  at  4°C  (regular  toe  ^regular 

refrigeiSo^freezer)01  m0re  than  24  hours  P™  to  borage  at  -200C  (a  standard 

Both  plasma  and  urine  samples  can  be  stored  at  -20°C  at  participating  institution 
until  several  have  accumulated.  These  samples  can  be  mtolS  as  batohes  M  0  20 

T1  0n  d^  ice  ovemight  *> the  LombaTcancer ^Cemer  at  the 

must  *  •“  •*> 
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Daniel  F.  Hayes,  M.D. 

Lombardi  Cancer  Center 
Room  E504 
Research  Building 
3970  Reservoir  Road,  NW 
Washington,  DC  20007 
Telephone:  202-687-2103 

8.4.2  Urine  collection  and  handling: 

Collect  50  ml  (or  more)  clean  catch  urine  into  sterile  urine  collection  container. 
Centrifuge  urine  at  200g  for  3  minutes  (standard  clinical  centrifuge). 

rATrRPUn  UKne  ^t0  Plastic  freezing  tube  and  label  with  the  patient's  name 

rss  sjsrr  ;“;r 
ss ekh*  i,  ,a:s 

Daniel  F.  Hayes.  M.D. 

Lombardi  Cancer  Center 
Room  E504 
Research  Building 
3970  Reservoir  Road.  NW 
Washington,  DC  20007 
Telephone:  202-687-2103 


8.4.3  Collection  of  whole  blood  for  Genomic  DNA  studies: 


f°™ used  “ 

n££&  V?™  t0pped  tUb“ 
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Qing  Yang/Daynice  Skeen/Lynn  Dressier 
UNC  DNA  Extraction  Laboratory 
University  of  North  Carolina 
CB  #7295  Lineberger  Cancer  Research  Center 
Mason  Farm  Road,  Room  350 
Chapel  Hill,  NC  27599-7295 

Th,^6100^  S£^ple£\sh°uId  be  sent  by  overnight  carrier,  Mondav  through 
Thursday.  (For  Thursday  shipment,  please  send  by  prioritv  overnight')  DO  not 

SHIP  BLOOD  ON  FRIDAYS  OR  THE  DAY  BEFORE  A  HOLroAY  g 

If  it  is  absolutely  necessary  to  draw  blood  on  a  Friday  or  the  dav  before  a  holidav 
Therpfn6  ^  fmblent  temperature.  Blood  should  be  shipped  within  72  hours 

USSZ-SS&Zg: a  Fnday  should  1,6  s“pped  b*  «*™S5S 

2!  DtNA  Enaction  Laboratory  will  perform  leukocvte  separation  and  DNA 

feKPared  ^  ****  ^extractor  ^d Te 
f  4  ’7°  C'  ^  methods  t0  be  employed  are  those  alreadv  in  place  for 
studies  of  ras  mutations  in  leukemic  cells  by  the  CALGB.  *  P 

Shipment:  billing:  Federal  Express  forms  with  a  pre-printed  account  number  for  this 

he  aVflable,  frr  4116  main  member  institution.  This  account  number  sho^M 

.  used  ™l™vely  for  shipment  of  specimens  as  detailed  above  Main  member 

iSein?n  fn  °htain  additi°nal  pre-printed  Federal  Express  forms  bv  contacting 
the  Protocol  Assistant  at  the  CALGB  Central  Office:  312-702-9171.  ® 

SeH-Administered  Family  History  of  Cancer  Questionnaire:  After  the  Datient 
fnf  Lmform.ed  consent  and  is  registered  to  CALGB  9484,  the  patient  will  be  given  a 
questionnaire  covering  the  above  topic.  The  questionnaire  requires  a 

9484  iCe  institutional  S?  Sh°Uld  bC  ^"V^ed  within  2  weeks  of  entry  onto  CALGB 

Sh°U,d  Self'add^d  “  send 

CALGB  Data  Management  Center 
2200  West  Main  Street,  Suite  430 
Durham,  NC  27705 
Phone:  919-286-0045 

Fax:  919-286-1142 

BpD^IC  ^l1  forward  a  C0P-V  of  the  questionnaires  to  the  Specialized  Registry 
taff  at  the  Epidemiology  Office  of  the  University  of  North  Carolina.  g 

«H2^T”Pie  0f  patients  ldentified  on  the  basis  of  information  provided  by  the  self 

coSS  bv  r'S°ra'rf  ,CA?B  Fa”“y  HiSt0ry  o{  Cancer  QnestionnatreMvllTbe 
HiS'iS  epidemiology  office  staff  at  the  University  of  North  Carolina  Chanel 

H  1sto^da?dkEm0osu^PTtie  a,more.extensive  Phone  interview  (CALGB  Detailed  FamUv 

SSSSSS2 

contact  th^nstitution  Sa^r"^  thafSTepatientls  sw! 

alive  and  not  hospitalized,  in  order  to  minimize  stress  to  the  patient  and/or  family. 

f*C*ipt  of  Specimens:  A  system  is  being  implemented  so  that  Centers  receiving 
5“*“  electronically  report  to  the  CALGB  database  the  receipt  and  condition 
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8‘8  3?^  of  ,Patient  Specimen  Submission:  The  CALGB  data  management  svstem 

entered  o^^CALGR11  Syf em  ,is  fuUy  implemented)  will  track  pftients  who  are 
™  eJ  on  this  CALGB  protocol  and  generate  reminders  to  institutions  that  have 

Speclmens  ”  n0t  rtcelved  at  appropna,e 

8'9  <?V  rcgular  bas!s'  not  less  “-on  ««*  a  year,  a  portion 

th^r-rT^06  ^  H  R«search  Associates  workshop  will  be  devoted  to  instruction  of 
the  proper  methods  of  obtaining  and  shipping  the  above  specimens. 


8.10 


Registry  Policies:  Application  for  use  of  Registry.  Use  of  the  registry 

Dr  O  Ro^McInW51  m  n  S &  ReSistiy  Steering  Committee  appointed  bv 

MedicalRe^r^  If 'S’  ?eRr^cipaJ  Investigator  on  the  grant  from  the  U.S.  Armv 
mpn.i  f ,,  0  3Jid  Materiel  Command  which  supports  the  registry.  Charter 

members  of  the  Steering  Committee  are  listed  below: 


Name 

O.  Ross  McIntyre,  M.D. 
Robert  Millikan,  DVM,  Ph.D 
Maurice  Barcos,  M.D. 
Donald  Berry,  Ph.D. 

Larry  Norton,  M.D. 

Lauren  Schnaper,  M.D. 
Edison  Liu,  M.D. 

Dale  Sandler,  Ph.D. 

Daniel  Hayes,  M.D. 

Judy  Garber,  M.D. 

Alice  Komblith,  Ph.D. 
Deborah  Collyar 
Sue  Moore 


CALGB  position 

Chairman. 

Co-PI 
Pathology 
Statistician 
Br.  Com.  Chm 
Surgery 
Chm.  Cor.  Sci. 
Chm.  Epi.  Com 
Vice  Chm.  Br.  Com. 
Member,  Cor  Sci 
Member,  Psy  One 
Patient  Advocate 
Patient  Advocate 


Institution 

Dartmouth  Medical  School 
U.  North  Carolina 
Roswell  Park 
Duke  Univ. 

Memorial  Sloan -Kettering 

U.  Maryland 

U.  North  Carolina 

NIEHS 

Dana  Farber 

Dana  Farber 

Memorial  Sloan-Kettering 


and'wn  h,T™,HerS  may  be  appo,"ted  t0  spring  committee  from  time  to  time 

s?  ss?  in,°,this  appp"d^  ^  .rrssrs 

ap;r“nVdLS' ^B^sZTns  lnd,V,dUal  Pr0JeCtS  W,U  n0t  1RB 

collaboration11  ff^he0"'  investi2ator  must  accept  other  conditions  governing  the 
rroftn  nft  e  mvestlgator  is  a  member  of  CALGB.  usual  policies  govem.ne 

cS  a  cSr?  andf  Publication  ^  prevail.  If  the  user  is  not  a  member  of 
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infor™atjPn  available  about  the  patient  and  patient  confidentiality  will  be 
protected  as  well.  The  letter  stipulates  that  the  investigator  will  not  provide  specimens 
received  from  the  regisUy  to  third  parties.  These  procedures  have  be^n  put  n  p“ 
order  to:  protect  patient  confidentiality:  blind  the  laboratory  doing  tests  with  respect 
to  patient  outcomes  until  the  laboratoiy  has  submitted  it!  results  aid  the 
responsible  CALGB  statistician  has  performed  an  analysis;  and  achieve  agreement  on 
the  presentation  and  publication  of  results  prior  to  commencing  with  the  work. 

It  is  anticipated  that  the  Specialized  Registiy  will  be  used  bv  a  large  number  of 
investigators.  This  protocol  will  not  be  amended  to  describe  the  details  of  each 
laboratory  or  other  use  to  which  an  approved  investigator  mav  put  the  Registry 

arSa?,hTted  f0?  each  pr°J'Ct  usms  th'  »>"'have  received  Irb 

fPPr°Vt^  at  the  investigators  mstitution.  It  is  anticipated  that  methodologies  in  the 

laboratories  will  be  rapidly  evolving  during  the  lifetime  of  the  Registry  and  that  a 
Srinfth3h0thhSeS  be  offered  hi  the  future  that  could  not  be  conceived  todav. 

hmited  to  Snre  f  glVen  assuranJce  that  the  Registiy  will  approve  studies  that  are 
limited  to  those  involving  cancer,  and  it  is  not  intended  to  reconsent  the  patient  for 
each  new  test  for  which  the  registry  will  be  used.  ^ 

Srttadiesof such ge“s“r  ^  bC  conducted  acconta8  to  CALGB  for 
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MODEL  CONSENT  SECTIONS  FOR  ELIGIBLE  BREAST  CANCER  TREATMENT  PROTOCOLS 


POLLOWmG  SECTIONS  WILL  BE  INCORPORATED  INTO  ELIGIBLE  TREATMENT 

there  is  no  “"*ger  a  separate  consent  f^  for 

CALGB  9484.  THE  MATERIAL  BELOW  IS  INCLUDED  FOR  REFERENCE  ONLY. 

(TTffE  FOLLOWING  SECTIONS  ARE  FOR  CALGB  INSTITUTIONS  ONLY-  PATIENT  ANn 
WITNESS  SHOULD  INITIAL  AND  DATE  EACH  PAGE)  Y’  PATIENT  AND 

Other  research  being  done  in  connection  with  this  proiect-  The  United  static  Armt-  a/i^-  i 

Command  is  supporting  CALGB  K coreemmg £e o“breas 
aSroveTbv  tiieeusnS^vVSSUS  ^  Showing  part  of  this  consent  form  his  been 

““  PoroonsoVusTut  “i^ai  5 

SSSffl r-Un=  and  vSS’tSZSSSt iXSg ! 

3£S£5£5SSaa33££ =£= 
Ws^^RSSSSSSSSSS- 

responsibUity  to  protect  human  subjects  in  research.  Y  W  r6Search  records  as  a  Part  of  their 

1  give  permission  for  my  tissue  blood  9nj  llrino  .  ,  „ 

purposes  (please  initial  each  item  for  which  vou  grant  SeiSdlitoTif  loudo* nnT?  f°r  research 
for  any  of  these  specimens,  leave  blank  )  '  8  Permisslon-  h  you  do  not  give  permission 


ma^art^bfcfusVof  theY/'  Pfermitted  t0  retain  rights  to  any  commercial  application  that' 
however?* incr«ises  tf'LT, SS  ST T"  “V^* 
supporting  th.s  research.  Because  of  th.s  you  may  w.sh  to^  tgfstllmen.fSow"6  age"C‘eS 

to  - 

- _ No  Initial _ 
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^^s^thequality  of  life  duitng  an^afte^tteatmait^ We  ^Z^oT^LT  ^  “ 

y°“  fa«Te'nb“£  5 

willing  to  answer  additional  quSdo™  “ay  Ca“  yOU  and  3511  5™  lf  -™>  are 

K',meCS!“e  the  qU'S^'j£tZrmSS,m  “  *  ContacKd  b>’  Ph<™'  *f  chosen 
Use  of  these  specimens:  Because  it  is  impossible  for  you  vour  doctors  nr  paipr  u 

Szt^i^yrjs&cS^S 

only  as  agreed  upon  by  the  CALGB  ^e  resist™  Wri^ng  the  samPles  will  be  used 

breast  career.  NeSheJou  *° 

S'ss,axsts  ttSZESftzsrJT Med,cai  Research  and 

requires  the  statements  that  follow  in  thi*  « xv?  described  above,  not  your  treatment, 
entering.  described  above^ot  your  treatmwit  fiir^i^qiniance^ondie  dlSc^^aJ0^3  you^are 

of 'your6  partclpadfon*1  In^h^^se^ch^Cont/arf111^11^  °r,1"ness  Wh‘Ch  ls  **“  P™“™«  "suit 
conducting  research  on  private  citizens  Other  tha^Tm  Provide  such  medical  care  when 
no  compensation  aSSE **"*  Ty  be  pr°Vided  there  is 
understand  this  is  not  a  waiver  or  release  ofyour  legal  rights/  research  study:  however,  you 

quesuons®  ‘°  a"V 


(Patient  s  Signature) 


(Date) 


(Name  of  Responsible  Investigator  (Phone 


(Physician's  Signature) 


(Date) 


(Name  of  IRB  Representative) 


(Phone  #) 


(Witness  s  Signature)  ~  (5^ 

CONSENT  FOR  STUDIES  OF  HERITABLE  (FAMILIAL)  CANCER  GENES: 

inherited.  A  numbed  risk^f  H  for.studies  of  cancer  genes  that  can  be 

sffiarsS 

"ricss:;^ study  - arrs 
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Risks,  Safeguards,  and  Reduction  of  Risk: 

SZaXi^oftL0^  °”  ‘»e  *>asls  of  genetic 

only,  and  .ill  no.  S  S'S  '.T*””5  “ 

mmmrnmmum 

I jSHSSSSaa’,!s:=!  SSK 

S&r^SwW!ris:s:*! 

your  doctors  or  to  individual  researchers  in  CM  rn  ^0imatl0n  wlU  not  be  made  ava*lable  to 
medical  records.  All  information  m^e  CAI  PR ^^nriation  will  not  be  put  in  your 
access  in  order  to  protect  the  privacy  of  studv  nart!^ 1S  f  t0^e<^  under  conditions  which  limit 
absence  of  familial  cancer  genesPwill  be  stored  in  senara?^8'  Presence  or 

and  linked  with  the  rest  of  your  data  onlv  for  the  nerfn  C  f*eS  ?*e.  hi&hest  level  of  security 
carried  out  under  the  direction  of  CALGB^statistirian^A11311^6  °f  ^tadstical  analyses  that  are 
not  list  you  by  name.  GB  statisticians-  As  mdicated  above,  these  analyses  will 

inherite^j^'sliouli^not  sigr^t^^ection  of  the  consent"^^^^  °f  geneS  ^  Can  be 
donate  tissue,  blood  and  urinpfti  2e  „r  ♦ !  ?u  f t  form'  However'  y°u  may  still  agree  to 
to  another,  and  lo  com^X  quesUo^  C“n0t  be  pass'd  fr0“  °™  «™“«lon 

^aatn^ro^une^lood^stf  orf  /reindar  basis  y0ur  treatment  -TOUr  doctor  will  be 

will  be  drawn  (about  5  Sblesplnslonc^  ap,Pfova1'  three  extra  ‘“bes  of  blood 

your  treatment  You  should  exnpripno#*  nn  v+  ®  j.  ood  ^es^s  performed  before  vou  begin 
or  non-canTe™!  cells 7k**  ‘^7  Y°Ur  specimen 
for  research  studies,  including  studies  of  tfenpQ  Wl  be  tbeJS?urce  °f  DNA  that  will  be  used 

causes  of  cancer.  Specimens  sha«^^ 

«ud”of  my  ge“e,P'ln“iudmr  '"IvT"  If”1’1'  *°  be  °b,,incd  «■*'  will  allow  f„r  the 
the  research  studies  will  not  be  made  aeXble'tome'  r'Sults  of 


(Patient  s  Signature) 


(Date) 


(Name  of  Responsible  Investigator)  (Phone 


(Physician's  Signature) 


(Date) 


(Name  of  IRB  Representative) 


(Phone  #) 


(Witness's  Signature) 


(Date) 
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APPENDIX  I 
Data  Collection  Forms 


C-350  CALGB  Pathology  Routing  Form 

C-383  CALGB  Specimen  Routing  Form:  Whole  Blood 

C-384  CALGB  Specimen  Routing  Form:  Plasma 
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INSTRUCTIONS  FOR 

CALGB  PATHOLOGY  ROUTING  FORM  (C-350) 


A.  Purpose 

To  provide  identifying  information  that  will  accompany  the  slides,  paraffin  blocks,  and 
pathology  report  submitted  as  per  protocol. 

B.  Form-Specific  Instructions 

Fill  in  form  completely.  Do  not  leave  any  boxes  blank. 

1 .  Enter  all  information  in  the  upper  right  box  of  the  page.  If  the  data  on  this  form  is  an  amendment 
to  previously  submitted  data,  please  indicate  this  by  writing  ‘Yes’  in  the  box  in  the  upper  right 
comer  of  the  form,  and  circle  amended  data;  otherwise,  leave  this  space  blank. 

2.  Record  patient’s  name,  hospital  number  and  main  member  institution/adjunct  information  for  all 
patients.  Only  complete  the  participating  group  information  if  you  are  a  member  of  a  group  other 
than  CALGB  (ECOG,  SWOG,  etc.) 

3.  Code  whether  the  specimen  is  being  sent  with  this  form.  If  the  specimen  is  not  sent  be  sure  to 
record  the  reason  why  it  is  not  being  sent  (i.e.  not  enough  tissue  available,  poor  specimen  quality, 
etc.).  The  pathologists  at  your  institution  will  be  able  to  provide  this  information. 

4.  Record  the  month,  day,  and  4-digit  year  that  this  report  is  being  submitted. 

5.  Record  the  number  of  pathology  reports  attached. 

6.  If  slides  are  included,  record  the  number  of  slides  being  submitted  in  the  appropriate  space.  If 
blocks  are  included,  record  the  number  of  blocks  being  submitted  in  the  appropriate  space.  This 
will  aid  the  CALGB  pathology  office  in  returning  the  correct  number  of  specimens  to  the  submitting 
institution. 

7.  The  full  name  of  the  responsible  investigator  and  pathologist  and  the  patient’s  surgical  pathology 
number  at  the  treating  institution  should  be  recorded  on  the  lines  provided.  This  information  will 
further  aid  in  properly  identifying  the  specimen  submitted  and  if  there  are  any  questions  or 
problems  with  the  specimen  the  proper  person  can  be  notified. 

8.  Please  provide  the  complete  name  of  the  institution  referring  the  patient.  If  different  from  the 
treating  institution,  indicate  the  investigator,  pathologist,  and  patient’s  surgical  pathology  number 
where  the  original  diagnosis  was  made  only  if  it  is  different  from  the  treating  institution. 

9.  Sign  and  date  the  form. 

10.  Make  two  copies  of  this  routing  form:  keep  one  for  your  records,  send  one  to  the  DMC,  and  send 
the  original  to  Dr.  Barcos’  lab. 

Maurice  Barcos,  M.D.,  Ph.D. 

CALGB  Pathology  Coordinating  Office 
Roswell  Park  Cancer  Institute 
Elm  &  Carlton  Streets 
Buffalo,  New  York  14263-0001 
Phone:  (716)  845-4443 
Fax:  (716)  845-8077 


CALGB  Data  Management  Center 
2200  West  Main  Street,  Suite  340 
Durham,  North  Carolina  27705 
Phone:  (919)  286-0045 
Fax:  (919)286-1142 
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CALGB:  PATHOLOGY  ROUTING  FORM 


CALGB  Form:  C-350 

CALGB  Study  No.:  _ _ 

CALGB  Patient  ID.:  _ 

Amended  Data?: 


INSTRUCTIONS:  The  original  of  this  form  is  to  be  completed  and  submitted  along  with  required  slides/blocks  and  pathology 
reports.  Information  in  the  upper  right  box  must  be  completed  for  this  form  to  be  accepted.  Do  not  leave  any  entries  blank. 
Circle  and  highlight  all  amended  data.  Enter  -1  to  indicate  that  an  answer  is  unknown,  unobtainable,  not  applicable,  or  not 
done.  Please  submit  a  copy  to  the  CALGB  Data  Management  Center. 


Patient's  Name _ _ _ Participating  Group _ 

Patient  Hospital  Number _ _ _  Participating  Group  Protocol  No. 

Main  Member  Institution/Adjunct  _ _  Participating  Group  Patient  No. 


0  Specimen:  1 .  Tissue  Blocks/Slides  □  Does  specimen  accompany  this  form?  (1-No,  2-Yes) 

If  no, specify  reason: 

If  yes,  complete  the  remainder  of  this  form.  ~ 


-1 — I  I — I — *  1 — I — I — I — I  Date  pathology  report  and  blocks/  slides  submitted 
M  D  Y 


Number  of  pathology  reports  submitted 


Number  of  slides  submitted 


Number  of  blocks  submitted 


Treating  Institution  _ 

Responsible  Investigator 


Responsible  Pathologist  _ _ 

Patient's  Surgical  Pathology  Number _ 

Institution  where  original  diagnosis  was  made _ 

(Complete  only  if  different  from  treating  institution) 
Referring  Investigator  _ _ _ 

Referring  Pathologist  _ _ 

Patient's  Surgical  Pathology  Number _ 


Investigator:  Make  two  copies;  retain  a  copy  and  send  a  copy  to  the  CALGB  Data  Management  Center 
and  send  the  original  to: 

Maurice  Barcos,  M.D.,  Ph.D. 

CALGB  Pathology  Coordinating  Office 

Roswell  Park  Cancer  Institute 

Elm  &  Carlton  Streets 

Buffalo,  New  York  14263-0001 

Phone:  (716)  845-4443 

Fax:  (716)  845-8077 


Completed  By: 


(Pnnt  or  Type  Name) 


Date  Completed: 


Form:  C-350 


Version:  2.0  5/25/95 
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INSTRUCTIONS  FOR 

CALGB  SPECIMEN  ROUTING  FORM  (C-383): 
WHOLE  BLOOD 


A.  Purpose 

To  provide  identifying  information  that  will  accompany  the  tube/tubes  of  whole  blood. 

B.  Form-Specific  Instructions 

Fill  in  form  completely.  Do  not  leave  any  boxes  blank. 

1 .  Enter  all  information  in  the  upper  right  box  of  the  page.  If  the  data  on  this  form  is  an 
amendment  to  previously  submitted  data,  please  indicate  this  by  writing  ’Yes’  in  the  box 
in  the  upper  right  comer  of  the  form,  and  circle  amended  data;  otherwise,  leave  this  space 
blank. 

2.  Record  the  patient’s  name,  hospital  number  and  main  member  institution/adjunct 
information  for  all  patients.  Only  complete  the  participating  group  information  if  you  are 
a  member  of  a  group  other  than  CALGB  (ECOG,  SWOG,  etc.). 

3.  Code  whether  the  specimen  is  being  sent  with  this  form.  If  the  specimen  is  not  being  sent, 
be  sure  to  record  the  reason  why  it  is  not  being  sent. 

4.  Record  the  month,  day,  and  4-digit  year  that  the  tube/tubes  of  plasma  is  being  submitted. 

5.  Record  the  number  of  tubes  of  whole  blood  being  submitted. 

6.  Please  refer  to  the  protocol  section  regarding  preparation  of  the  whole  blood  for  shipment 
to  Dr.  Liu’s  lab. 

7.  Code  whether  the  specimen  collected  is  a  pretreatment  sample,  was  collected  during 
treatment  or  was  collected  at  the  follow-up  visit.  Ship  each  specimen  separately  (eg. 
pretreatment  specimen  versus  during  treatment  specimen  versus  follow-up  specimen,  etc.). 

8.  Fill  in  the  name  of  the  treating  institution. 

9.  Fill  in  the  full  name  of  the  responsible  investigator. 

10.  Sign  and  date  the  form. 

11.  Make  two  copies  of  this  routing  form:  keep  one  for  your  records,  send  one  to  the  DMC, 
and  send  the  original  to  Dr.  Ed  Liu’s  lab. 

Edison  Liu,  M.D.  CALGB  Data  Management  Center 

University  of  North  Carolina  2200  West  Main  Street,  Suite  340 

Medical  Oncology  Division  Durham,  NC  27705 

CB  #7295  Lineberger  Cancer  Research  Center  Phone:  (919)  286-0045 

Chapel  Hill,  North  Carolina  27599-7295  Fax:  (919)  286-1142 

Phone:  (919)  966-1352 
Fax:  (919)  966-3015 
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CALGB:  SPECIMEN  ROUTING  FORM: 
WHOLE  BLOOD 


CALGB  Form:  C-383 

CALGB  Study  No.:  _ 

CALGB  Patient  ID.:  _ 

Amended  Data?:  _ 


NSTRUCTIONS:  The  original  of  this  form  is  to  be  completed  and  submitted  along  with  required  whole  blood  specimen. 
Information  m  the  upper  right  box  must  be  completed  for  this  form  to  be  accepted.  Do  not  leave  any  entries  blank.  Circle 
snd  highlight  all  amended  data.  Enter  -1  to  indicate  that  an  answer  is  unknown,  unobtainable,  not  applicable,  or  not  done 
Please  submit  a  copy  to  the  CALGB  Data  Management  Center. 


Patient  s  Name _ _ _ _ _ ■  Participating  Group _ 

Patient  Hospital  Number _ _ _ __ _  Participating  Group  Protocol  No. 

Main  Member  Institution/Adjunct  _ _  Participating  Group  Patient  No. 


0 


Specimen: 


2.  Whole  Blood 


If  no, specify  reason: _ 

If  yes,  complete  the  remainder  of  this  form. 


□  Does  specimen  accompany  this  form?  (1-No,  2-Yes) 


J — I  I — I — I  I — I — I — I — I  Date  whole  blood  specimens  submitted 
M  D  Y 


Specimen  Collected 


Number  of  tubes  submitted 


Treating  Institution  _ 

Responsible  Investigator 


□i.  Pretreatment 

2.  During  Treatment 

3.  At  follow-up  visit 

4.  At  relapse 


Investigator:  Make  two  copies;  retain  a  copy  and  send  a  copy  to  the  CALGB  Data  Management  Center 
and  send  the  original  to: 


Edison  Liu,  M.D. 

University  of  North  Carolina 
Medical  Oncology  Division 
CB#7295 

Lineberger  Cancer  Research  Center 
Chapel  Hill,  NC  27599-7295 
Phone  No.  (919)966-1352 
Fax  No.  (919)966-3015 


Completed  By: 


(Print  or  lype  Name) 


Date  Completed:  /  / 
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INSTRUCTIONS  FOR 

CALGB  SPECIMEN  ROUTING  FORM  (C-384): 
PLASMA 


A.  Purpose 

To  provide  identifying  information  that  will  accompany  the  tube/tubes  of  plasma. 

B.  Form-Specific  Instructions 

Fill  in  form  completely.  Do  not  leave  any  boxes  blank. 

1.  Enter  all  information  in  the  upper  right  box  of  the  page.  If  the  data  on  this  form  is  an 
amendment  to  previously  submitted  data,  please  indicate  this  by  writing  ’Yes’  in  the  box 
in  the  upper  right  comer  of  the  form,  and  circle  amended  data;  otherwise,  leave  this  space 
blank. 

2.  Record  the  patient’s  name,  hospital  number  and  main  member  institution/adjunct 
information  for  all  patients.  Only  complete  the  participating  group  information  if  you  are 
a  member  of  a  group  other  than  CALGB  (ECOG,  SWOG,  etc.). 

3.  Code  whether  the  specimen  is  being  sent  with  this  form.  If  the  specimen  is  not  being  sent, 
be  sure  to  record  the  reason  why  it  is  not  being  sent. 

4.  Record  the  month,  day,  and  4-digit  year  that  the  tube/tubes  of  plasma  is  being  submitted. 

5.  Record  the  number  of  tubes  of  plasma  being  submitted. 

6.  Please  refer  to  the  protocol  section  regarding  preparation  of  the  plasma  for  shipment  to 
Dr.  Hayes’  lab. 

7.  Code  whether  the  specimen  collected  is  a  pretreatment  sample,  was  collected  during 
treatment  or  was  collected  at  the  follow-up  visit.  Ship  each  specimen  separately  (eg. 
pretreatment  specimen  versus  during  treatment  specimen  versus  follow-up  specimen,  etc.). 

8.  Fill  in  the  name  of  the  treating  institution. 

9.  Fill  in  the  full  name  of  the  responsible  investigator. 

10.  Sign  and  date  the  form. 

11.  Make  two  copies  of  this  routing  form:  keep  one  for  your  records,  send  one  to  the  DMC, 
and  send  the  original  to  Dr.  Dan  Hayes’  lab. 

Daniel  F.  Hayes,  M.D. 

Dana-Farber  Cancer  Institute 
44  Binney  Street 
D - 1512 

Boston,  MA  02115 
Phone:  (617)  632-3472 
Fax:  (617)  632-3479 


05/25/95  Page  1  of  1 


CALGB  Data  Management  Center 
2200  West  Main  Street,  Suite  340 
Durham,  NC  27705 
Phone:  (919)  286-0045 
Fax:  (919)  286-1142 
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CALGB:  SPECIMEN  ROUTING  FORM 
PLASMA 


CALGB  Form:  C-384 

CALGB  Study  No.:  _ 

CALGB  Patient  ID.:  _ 

Amended  Data?: 


INSTRUCTIONS:  The  original  of  this  form  is  to  be  completed  and  submitted  along  with  required  plasma  specimen, 
information  m  the  upper  right  box  must  be  completed  for  this  form  to  be  accepted.  Do  not  leave  any  entries  blank.  Circle 
and  highlight  all  amended  data.  Enter  -1  to  indicate  that  an  answer  is  unknown,  unobtainable,  not  applicable,  or  not  done 
Please  submit  a  copy  to  the  CALGB  Data  Management  Center. 


Patient  s  Name _ _ _ Participating  Group _ 

Patient  Hospital  Number _ _ _ _  Participating  Group  Protocol  No. 

Main  Member  Institution/Adjunct  _ _  Participating  Group  Patient  No. 


Specimen: 


3.  Plasma 


If  no, specify  reason: _ 

If  yes,  complete  the  remainder  of  this  form. 


□  Does  specimen  accompany  this  form?  (1-No,  2-Yes) 


-1 — I  I — I — I  I — I — I — I — I  Date  plasma  specimens  submitted 
M  D  Y 


Specimen  Collected 


Number  of  tubes  submitted 


Treating  Institution  _ 

Responsible  Investigator 


□  1 .  Pretreatment 

2.  During  Treatment 

3.  At  follow-up  visit 

4.  At  Relapse 


Investigator:  Make  two  copies;  retain  a  copy  and  send  a  copy  to  the  CALGB  Data  Management  Center 
and  send  the  original  to: 


Daniel  F.  Hayes,  M.D. 

Dana  Farber  Cancer  Institute 
44  Binney  Street 
D-1512 

Boston,  MA  02115 
Phone  No.  (617)632-3472 
Fax  No.  (617)632-3479 


Completed  By: 


(Print  or  Type  Name) 


Date  Completed: _ / _ /_ 


Form:  C-384 


Version:  1.0  5/25/95 
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APPENDIX  II 


Questionnaires 


C-377  CALGB  Family  Histoiy  of  Cancer  Questionnaire 

CALGB  Detailed  Family  Histoiy  and  Exposure  Telephone 
Interview 


The  CALGB  Detailed  Family  History  and  Exposure  Telephone  Interview  has  been  removed 
and  is  included  as  Appendix  2,  10/1/95  -  9/30/96  Progress  Report. 
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FAMILY  HISTORY  OF  CANCER  QUESTIONNAIRE 
INSTRUCTIONS  FOR  CALGB  PERSONNEL 


Parpose  -  The  enclosed  survey  is  part  of  a  recently  funded  project  entitled,  "Linkage  of  Molecular  and 
Epidemiologic  Breast  Cancer  Investigations:  A  Specialized  Registry.” 

We  will  be  using  family  history  information  to  select  patients  for  participation  in  a  Registry.  The  Registry  will 
undertake  a  systematic  collection  of  tumor  specimens,  as  well  as  treatment  outcome,  epidemiologic,  and 
molecular  data  from  breast  cancer  patients  enrolled  in  clinical  trials  sponsored  by  CALGB  Several  research 
hypotheses  will  be  investigated  using  the  Registry,  including  the  role  of  family  history  in  breast  cancer  prognosis. 

Form  Specific  Instructions 

Please  provide  this  survey  to  all  patients  participating  in  Protocols  _ _ 

We  request  that  the  patient  complete  this  questionnaire  at  the  time  of  treatment  with  a  RED  FELT  TIP  PEN 

After  the  questionnaire  is  complete,  return  it  to  the  data  management  representative  at  your  institution. 

The  questionnaires  will  then  be  mailed  to  the  CALGB  Data  Management  Center  at  the  following  address: 

CALGB  Data  Management  Center 
2200  West  Main  Street,  Suite  340 
Durham,  North  Carolina  27705 

Please  try  to  ensure  that  ail  patients  on  the  Protocol  are  given  this  questionnaire. 

If  the  patient  cannot  complete  the  questionnaire  at  the  time  of  treatment,  they  may  take  it  home  but  should 
bring  the  questionnaire  with  them  at  the  next  treatment. 


Form:  C-377 


Version  1.0  04/15/95 
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FAMILY  HISTORY  OF  CANCER  QUESTIONNAIRE 

Instructions  for  Patient 


Thank  you  for  taking  time  to  complete  this  confidential  questionnaire. 

We  will  ask  you  about  the  occurrence  of  breast  and  other  cancer  in  your  relatives.  All  of  the  information  you 
provide  on  this  questionnaire  will  be  held  in  the  strictest  of  confidence.  Neither  your  name  nor  any  identifying 
information  will  appear  in  any  report  of  the  survey. 


Based  upon  your  answers  to  the  family  history  questions,  we  may  wish  to  contact  you  again  for  further 
information.  There  is  a  place  on  the  questionnaire  for  you  to  tell  us  how  to  reach  you  in  the  future.  With  your 
help,  we  hope  to  learn  more  about  the  causes  of  breast  cancer. 

At  the  end  of  the  questionnaire  on  pages  1 0  and  1 1  are  comment  pages.  Use  these  pages  if  you  need  to  more 
fully  explain  any  of  your  answers.  You  will  also  find  a  space  to  describe  special  feelings  or  insights  that  you  mav 
have  about  the  causes  of  breast  cancer. 

If  you  have  any  questions  about  our  study  or  the  questionnaire,  please  feel  free  to  call  us  toll  free  at: 

1  -800-xxx-xxxx  Monday  -  Friday  9  a.m.  -  5  p.m. 

If  a  representative  is  not  immediately  available,  you  may  leave  a  message  and  we  will  return  your  call  as  soon 
as  possible. 

When  you  finish  the  questionnaire,  place  it  in  the  envelope  provided,  and  return  it  to  the  nurse  when  she  returns 
to  your  room. 


Thank  you  very  much  for  your  participation. 
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FAMILY  HISTORY  OF  CANCER  QUESTIONNAIRE 

INSTRUCTIONS  FOR  COMPLETING  THIS  SURVEY 


Please  proceed  with  the  remainder  of  the  questionnaire.  We  will  be  asking  questions  which  require  you  to 
provide  information  about  history  of  cancer  in  your  close  relatives. 

Make  an  "X"  through  the  circle  which  represents  your  chosen  responses  with  a  RED  FELT  HP  PEN. 

Example: 

®  © 

Please  answer  all  questions  to  the  best  of  your  ability. 

IMPORTANT: 

We  are  asking  you  about  the  occurrence  of  cancer  in  your  full-blood  relatives. 

We  are  not  referring  to  step-children,  step-siblings,  or  other  half-relations. 

If  you  are  adopted  and  are  not  able  to  provide  information  on  blood  relatives,  please  skip  to  comment  pages  1 0 
and  1 1  at  the  end  of  the  questionnaire.  H  v 
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CALGB:  FAMILY  HISTORY  OF  CANCER 
QUESTIONNAIRE 


CALGB  Form:  C-377 

CALGB  Study  No.:  _ 

CALGB  Patient  ID.: 


Patient's  Name - - -  Participating  Group _ 

Patient  Hospital  Number - - - Participating  Group  Protocol  No.. 

Main  Member  Institution/Adjunct — _ _  Participating  Group  Patient  No.« 


Today's  Date 


What  is  your  main  language:  E-English,  S-Spanish,  O-Other: 

©  (D  ® 


Do  you  have  a  phone?  N-No,Y-Yes 


Can  we  contact  you  again?  N-No,Y-Yes 

®  © 

Can  we  contact  you  by  phone  or  mail?  N-No,Y-Yes 


Please  give  us  the  names,  addresses,  and  phone  numbers  of  two  people  who  will  know  where  you  are  at  all 
times: 


Name: _ 

Address:. 


Telephone  Number:_( _ l 

Name: _ 

Address: _ 

Telephone  Number:J _ l 


Form:  C-377 
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CALGB:  FAMILY  HISTORY  OF  CANCER  QUESTIONNAIRE 


What  is  your  present  marital  status?  N-  Never  Married.  M-Married,  W-Widowed,  S-Separated,  D-Divorced 

®  ®  ®  (D  ® 

Are  you  adopted?  Y-Yes,  N-No,  D-Don't  know 


CALGB  Form:  C-377 

CALGB  Study  No.:  _ 

CALGB  Patient  ID.:  _ 


If  "Yes, M  please  read  the  following: 

If  you  are  adopted  and  you  DO  NOT  KNOW  about  the  cancer  history  of  your  blood  relatives,  please  skip  to  comment  pages  10 
and  1 1  at  the  end  of  the  questionnaire. 

We  are  asking  about  history  of  cancer  in  your  blood  relatives. 
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CALGB:  FAMILY  HISTORY  OF  CANCER 
QUESTIONNAIRE 


CALGB  Form:  C-377 

CALGB  Study  No.:  _ 

CALGB  Patient  ID.:  _ 


Relative 

Is 

Relative 
Alive, 
Dead  or 
Unknown 

Current  Age 
or 

Age  at  Death 

Has  this 
Relative 
ever  had 

Types  of  Cancer 
(fill  more  than  one 
circle  if  necessary) 

If  other, 
specify 
type 
of 

cancer 

c 
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CALGB:  FAMILY  HISTORY  OF  CANCER 
QUESTIONNAIRE 


CALGB  Form: 
CALGB  Study  No.: 
CALGB  Patient  ID.: 


C-377 


Relative 

Is 

Relative 
Alive, 
Dead  or 
Unknown 

Brother3 
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Has  this 
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ever  had 
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CALGB:  FAMILY  HISTORY  OF  CANCER 
QUESTIONNAIRE 


CALGB  Form:  C-377 

CALGB  Study  No.: 

CALGB  Patient  ID.:  _ 


Relative 

Is 

Relative 
Alive, 
Dead  or 
Unknown 

Current  Age 
or 

Age  at  Death 

Has  this 
Relative 
ever  had 

Types  of  Cancer 
(fill  more  than  one 
circle  if  necessary) 

If  other, 
specify 
type 
of  j 
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CALGB:  FAMILY  HISTORY  OF  CANCER 
QUESTIONNAIRE 


CALGB  Form: 
CALGB  Study  No.: 

CALGB  Patient  ID.: 


C-377 


EXTENDED  FAMILY 

Do  you  have  any  other  relatives  who  have  been  diagnosed  with  cancer?  N-No,Y-Yes 

®  © 


If  yes  please  complete  the  table  below: 


CALGB:  FAMILY  HISTORY  OF  CANCER  QUESTIONNAIRE 


CALGB  Form:  C-377 

CALGB  Study  No.:  _ 

CALGB  Patient  ID.:  _ 


FAMILY  HISTORY  QUESTIONNAIRE 
COMMENT  PAGE 


THANK  YOU  FOR  COMPLETING  THE  FORMAL  PART  OF  OUR  QUESTIONNAIRE.  BASED  UPON  YOUR  ANSWERS  TO  THFSF 
QUESTIONS.  WE  MAY  CONTACT  YOU  IN  THE  FUTURE.  YOU  MAY  BE  ASKED  TO  PARTICIPATE  IN  FUTURE  STUDIES^ WHICH 
ARE  AIMED  AT  INCREASING  OUR  UNDERSTANDING  OF  BREAST  CANCER.  YOUR  CONTRIBUTIONS  TO  THE  ON^GoInG^ EFFORT 
TO  UNDERSTAND  AND  PREVENT  BREAST  CANCER  ARE  INVALUABLE  TO  US  ON-GOING  EFFORT 


Please  feel  free  to  provide  explanations  for  your  answers  to  any  of  the  preceding  questions 
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CALGB:  FAMILY  HISTORY  OF  CANCER  QUESTIONNAIRE 

COMMENT  PAGE 


CALGB  Form:  C-377 

CALGB  Study  No.:  _ 

CALGB  Patient  ID.:  _ 


Please  use  this  page  to  write  down  any  special  feelings  or  insights  that  you  may  have  about  breast  cancer.  We  are  interested  in 
what  you  think  may  have  caused  your  breast  cancer. 
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CALGB  Policy  Governing  Genetic  Studies 
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CALGB  POLICIES  GOVERNING  GENETIC  STUDIES 


Whereas  studies  of  somatic  mutations  in  cancer  cells  pose  little  risk  to  the  patient, 
studies  of  heritable  cancer  genes  may  lead  to  discrimination  by  insurers  and  employers. 
In  addition,  the  discovery  of  a  familial  cancer  gene  carries  with  it  psycho-social 
consequences  which  are  only  imperfectly  understood  at  present  and  which  add  to  the 
above  risk.  For  this  reason,  all  consents  for  studies  of  heritable  cancer  genes  must  be 
obtained  prospectively.  These  consents  should  provide  adequate  information  to  allow 
the  patient  to  assess  the  risk  of  participation  in  the  study,  and  should  indicate  the  steos 
that  CALGB  is  taking  to  reduce  such  risks. 

Banked  material,  already  obtained  from  patients  on  CALGB  protocols  may  be  used  for 
studies  of  heritable  genes,  but  in  this  case,  a  reconsent  must  be  obtained  from  the 
patient. 

The  CALGB  will  take  steps  to  secure,  if  possible,  a  Certificate  of  Confidentiality  from  the 
NIH  in  order  to  reduce  the  risk  that  disclosure  of  patient  identifiers  along  with 
iniormation  about  gene  studies  will  occur.  ° 

CALGB  will  ask  its  investigators  to  advocate  the  passage  of  state  laws  preventing 
insurers  and  employers  from  asking  for  any  information  about  whether  the  person  has 
had  a  diagnosis  of  cancer  or  whether  the  person  or  family  members  have  been  the 
subject  of  genetic  testing. 

Because  it  is  unlmown  what  tests  may  be  appropriate  on  specimens  during  the  time  the 
specimen  is  backed,  the  patient  will  be  asked  to  grant  a  broad  permission  for  testing. 
The  patient  will  be  informed  that  heritable  gene  studies  will  be  limited  to  those  relevant 
to  cancer.  The  patient  will  not  be  asked  to  grant  permission  for  each  individual 
laboratoiy  study  to  be  performed.  Instead,  the  patient  will  be  assured  that  all  laboratorv 
investigators  will  have  had  their  project  approved  by  their  respective  institutional  review 
board  pnor  to  receiving  permission  to  study  their  tissue. 

Access  to  the  tissue  bank  will  be  granted  upon  the  recommendation  of  the  appropriate 
committee  overseeing  the  bank.  Each  investigator  using  the  bank  will  provide  a  written 
description  of  the  project  for  which  the  bank  is  to  be  used  and  will  be  limited  to  that 
project,  pie  investigators  must  agree  that  all  data  resulting  from  their  studies  will  be 
furnished  to  the  Data  Management  Center  for  entry  into  the  CALGB  data  base.  This 
agreement  will  also  contain  provisions  for  maintaining  patient  confidentiality.  Clinical 
information  from  the  CALGB  data  base  will  not  be  provided  to  users  of  the  bank,  except 
in  reports  prepared  by  the  CALGB  which  will  lack  patient  identifiers. 

Each  protocol  describing  studies  of  heritable  cancer  genes  will  define  optimal  patient 

"T™,?171  Umlts  fT  the  level  of  genetic  counseling  that  must  be  in  place 
In  each  institution  to  allow  protocol  activation. 

The  CALGB  will  establish  a  committee  responsible  for  review  of  studies  involving 
heritable  cancer  genes.  The  charge  to  this  committee  is  to  consider  the  short  and  long- 

IvwtiSr  trithCiated  p™tocols  Evolving  studies  of  heritable  genes  and  to  advise 
C  C^r  respect  to  the  appropriate  actions  concerning  these  studies.  The 
committee  is  also  responsible  for  reviewing  the  resources  available  for  genetic 
counseling  at  CALGB  member  institutions  and  approving  these  programs  as  a  reauisite 

ln  deslgnated  proto?“ls-  K  co^prisS 

oi  CALGB  members  as  well  as  representatives  of  the  public. 
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DEPARTMENT  OF  HEALTH  &  HUMAN  SERVICES 

0«ice  o*  the  Secretary 


VVasniD^tc''  C  r 


JUi-i 


4 
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Karen  Sanell.  M.A. 

Cancer  and  Leukemia  Group  B 
Centra]  Office  of  the  Chairman 
208  South  LaSalle  Street.  Suite  2000 
Chicago.  IL  60604-1 104 


Dear  Ms.  Sanell: 


lam  happy  to  send  you  the  certificate  of  confidentiality  for  the  research  nroieci 

CanceMnvestigatio^wi^^e^tmemlia^  Specfalil^d^eg^t^"11010^'031  ^rCaSt 

tSedVselXe “  PartiC'PantS  the 

1202)  690-71 M.  telefax'(20^690  Jss"  answered  by  machtne)  or 

tcietax  (202)  690-5882.  Internet:  jfanmng@osaspe.dhhs.gov. 

If  attorneys  for  the  University  wish  to  discuss  thp  ikp  nf  •*- 

contact  the  Chief  Counsel  of  the  Public  Health  w  ^  ^ertlflcale’  the>’  may 
443-  2644.  Service-  Mr-  Richard  Riseberg.  at  (301) 

If  you  have  any  questions,  or  if  we  can  otherwise  help,  please  call. 


Sincerely  yours. 


-*•  John  P.  Fanning 
Senior  Policy  .Analyst 
Division  of  Data  Policy 
Office  of  Program  Systems 
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DEPARTMENT  OF  HEALTH  A  HUMAN  SERVICES 

Office  o‘  tne  Secretary 


CONFIDENTIALITY  CERTIFICATE 
issued  to 
Employees  of 


Cancer  and  Leukemia  Group  B 
and  All  Participating  Institutions 


and  Other  Participants 
conducting  research  known  as 

LINKAGE  OF  MOLECULAR  AND  EPIDEMIOLOGICAL  BRFAST  rAwm, 

investigations  with  treatment  data 

A  SPECIALIZED  REGISTRY 


0f  SeCt'°"  301(d)  0f  the  Public  Health  Service  Ac, 
by~withholding  iheir  identhteTfrorr^aH  pers^n^no^conriecie^wfi^the  research. SU^CClS 

Under  authority  vested  in  the  Secretary  of  Health  and  Humor,  c 

section,  all  persons  who  -  ’  Human  Services  under  that 

(1)  are  employed  by  Cancer  and  Leukemia  Group  B,  and  all  particinatmp 
institutions,  and  their  contractors  and  cooperating' agencies^  Z  ' § 

emilled "Linkage  of  Molecular  and  Epidem  o  onica  Brele  r 

with  Treatment  Data:  A  Specahaed  r“  I-esugations 
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i"dd,VidflUalS  Wh0  «'«>«  -Meets  of 

persons  not  connected  with'the  conduct  of  that  research" wiTth^™1™'"  a" 

limitations  set  forth  below.  research,  w ith  the  exceptions  and 

The  purpose  of  this  research  project  is  to  collect  breast  tissue  niaemo  w 

cancer  patients:  review  and  confirm  the  histopathological  diaenosk  of  t  Urme  ^ 
submined  tissue;  gather  kev  famiiv  F  ^  glcai  aia"nosis  of  breast  cancer  on 

dam.  on  ?r0ductive  “«*.  and  exposure 

receive  results  of  these  Imd.es  ?P  mVestiga,ors  for  smdy.  and 

As  provided  in  section  301(d)  of  the  Public  Heal*  Service  Act  (42  U.S.C.  ,  241(d)). 

cTmpel“d““eeml  Smmof  1^-,°' ^  “als  “»  * 

legislative  or  „L?  ’  I  0r  local  cmI-  cf™inal.  administrative 

legislative,  or  other  proceed, ngs  to  identify  such  individuals.  • 

The  following  conditions  appfy  to  the  protection  provided  under  this  cenif.cate: 

ormeucontrators^c^  LeUkemia  °r°Up  B' 

SKar/israasiaa'tti. 

research  project,  or  for  investigation  of  the  r™  pr0gram  evaluation  of  the 

B,  participating  institutions,  or  their  contractor  oT  Gr°“P 

out  the  research  project.  1  employees  in  carrying 

federa'  ^  Dmg-  -  C~  Act  (21 
Code  of  Federal  Regulations^  '*  ^  pr0n,ulgaIed  thereund=r  (Title  21, 


76 


-  *>  - 


U  This  certificate  requires  thai  there  be  no  disclosures  of  identify, n" 
characteristics  of  research  subjects  in  any  Federal.  State,  or  local  civil  cnmina^ 
administrative,  legislative,  or  other  proceeding  to  compel  disclose  e  of  fte 

atr8  of  research  — ■  «  p-dedrr e 

idendfyh^characteristic^of^researcifsu^ecK^111  V°1UnI210  d'SCl°SUrC  °f 
*e  Depmtmem^^Heatdi'and^urnan1^^^^561116111  °f  ““  pr0JecI  by 


Date:  JUN  I  9  1996 


Philip  R.  Lee,  M.D. 

Assistant  Secretary  for  Health 
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Telephone  Interview 
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Hello,  my  name  is 
(RESPONDENT) 


B. 


C. 


y0Ur  WiUinSn“S  “  PaniCipa,£  “  2  we  «  conducting  of 

As  you  recall,  we  are  conducting  phone  interviews  as  pan  of  this  studv  W>  u,n„iH  n-  , 

abom  your  teahh  “”*•  ^  toSu  ot ,o 

Is  this  a  convenient  time  for  you? 

(If  NO,  reschedule.) 

If  YES: 

gasrcsaesss'ar1 

owTm  5S'S  c““r' Univers1'5'  of  Nonh  Carolina - 

Phone:  1-800-449-0147 

The  interview  will  take  about  60  minutes.  First,  I  would  like  to  verifv  cnm^  nf  ,k 
previous  information  you  have  provided  to  us.  ^ 

GO  TO  SECTION  A. 
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A.  VERIFICATION  OF  PREVIOUS  INFORMATION 
I.  DEMOGRAPHIC  INFORMATION 

A 1 .  What  is  your  birthdate0 

_mm _ _dd 


A2. 


- — —  —  -  »*** _  yyyv 

**“  °ryear  °f  SCh00‘  y°“  b"B  ®°  NOT  READ 

[  J  LESS  THAN  8  YEARS 
[]  8  THROUGH  11  YEARS 

[]  12  YEARS  OR  COMPLETED  HIGH  SCHOOL 
[]  SOME  COLLEGE 
[J  COLLEGE  GRADUATE 
[]  MASTERS 

[  i  0R  LAWYER  <?H-D.,  M.D.,  JX).,D  V  M  ) 

[  ]  OTHER  (SPECIFY: _  *  ’ 


A4. 


A3. 


PROBE^ORTOMC GROUP ORRA^ HiSpaniC’ Asian’ or other?  OTHER, 

□  WHITE 
[J  BLACK 

□  HISPANIC  OR  MEXICAN  AMERICAN 

[]  ASIAN  OR  PACIFIC  ISLANDER 
[]  NATIVE  AMERICAN 
[]  ALASKAN  NATIVE 
[  ]  OTHER  (SPECIFY:  _____ 


What  is  your  present  marital  status? 


□  Single 
OMamed 

ill  Separated 

□  Divorced 
CD  Widowed 
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A5. 


IF  EVER  MARRIED:  What  is  the  highest  degree  or  year  of  school  thar  vrmr  h  u  a 
panner  completed?  (DO  NOT  READ  CATEGORIES  IF  MORE TH a MnSrhusband  0r 

husband/partner,  ask  for  most  receot)  0RE  0NE 


[]  LESS  THAN 8  YEARS 

[  ]  8  THROUGH  1 1  YEARS 

[]  12  YEARS  OR  COMPLETED  HIGH  SCHOOL 

[]  SOME  COLLEGE 

[]  COLLEGE  GRADUATE 

[]  MASTERS 

[  ]  DOCTOR  OR  LAWYER  (Ph.D.,  M.D.,  J.D..D.V.M ) 
[  ]  OTHER  (SPECIFY:  _ _ 


A6. 


In  what  kind  of  community  do  you  currently  live? 
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u.  FAMILY  HISTORY  OF  CANCER 

’  SSSy^  »  us  on  she  Self- 

aT  1  a"  :;r  ^  ab0U‘ y0ar  FULL  BLOOD  R^uves. 

—Yes,  ^conun^F^y  ^^00^'*’  .vour  fu„  blood  eUtives, 

continue  questions.  1— J  S“P  to  B  section  and 

□  NO  .not  adopted,  continue  with  Family  History  section. 

AS.  Now  I  will  be  asking  about  all  your  full  blood  relatives  and  how  many  you  have. 


HOW  MANY? 
RELATIVES 

SONS  ' — 

"daughters - 

"BROTHERS - 

"SISTERS 
.PATERNAL  AUNTS 
"PATERNAL  UNCf.F< 

maternal  aunts" 
"maternal  unCi.F.s 


NUMBER 


that  have  not  had  cancel  SM«”^p^nanf^ei^dagn0?d  cancer  ^  ^ose 
dunng  interview  only.)  "  given  and  are  for  identification 

MOTHER’S  INFORMATION 

A9.  Is  your  mother  still  living? 

[  ]  Yes  (Name _ \ 

( ]  No,  skip  to  All. 


A 10.  How  old  is  your  mother^  □□□  ,  skip  t0  A12 
All.  How  old  was  your  mother  when  she  died?  □□□ 

A 12.  Did  your  mother  ever  have  breast  cancer  or  ovary  cancer? 

M  S££AST  cancer,  one  breast 

[]m:KTcSRBOraB,?EASTS 

[  ]  NO 

[  ]  DON’T  KNOW  OR  REMEMBER 
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A 13.  How  old  was  she  when  it  was  first  diagnosed?DDD  (BREAST) 

□  □□(OVARY) 

A 14.  Did  your  mother  ever  have  any  other  kind  of  cancer*’ 

[]  Yes 

[  ]  No,  skip  to  A17 


A15.  What  other  kind  of  cancer(s) 
did  she  have? 


A 16.  How  old  was  she 
when  it  was  diagnosed? 

a. D  O  □ 

b. D  □  □ 


FATHER’S  INFORMATION 
A 1 7.  Is  your  father  still  living? 


[]  Yes 

[]  No,  SKIP  TO  A19 


A18.  How  old  is  your  father?  □□□  SKIP  TO  A20 
A19.  How  old  was  your  father  when  he  died?  □□□ 
A20.  Did  your  father  ever  have  cancer? 


A21.  What  kind  of  cancels) 
did  he  have? 


□  Yes 

[  J  No,  skip  to  A23 

A22.  How  old  was  he 
when  it  was  diagnosed? 

a.  □  □  □ 

b.  □  □  □ 

c.  □  □  □ 

d.  □  □  □ 


Let  s  continue  with  your  sisters  and  brothers,  both  living  and  deceased. 
SISTER’S  INFORMATION 

A23.  Altogether,  how  many  FULL  sisters  have’ you  had?  □□  (Number) 

[  ]  None,  or  adopted 


84 


Sister’s 

Inform. 


Oldest 

sister 


2nd  sister  3rd  sister  |  4th  siste? 


3th  sister 


01 

is 

V 


A.  2d  How 
old  is  she? 


A.  26  How 
old  was 
she  when 
she  died? 


A.  27  Did 

she  ever 

have 

Breast 

Cancer  or 

Ovary 

Cancer? 


A28  How 
old  was 
she  when 
it  was  first 
diagnosed? 


A29  Did 
she  ever 
have  any 
other  kind 
of  cancer? 


A3U  What 
kind  of 
cancer  did  I 
she  have?  I 


A31  How 
old  was 
she  when  ^ 
it  was 

diagnosed?  i 


1 J  Yes,  one 
breast 

[  ]  Yes.both 
breast 

[  ]  Yes  ovary 
[J  No 
□  DON’T 
KNOW 


l  J  Yes,  one 

i  J  Y  es,  one 

breast 

breast 

[]  Yes,both 

[]  Yes,both 

breast 

breast 

f  J  Yes  ovary 

[  ]  Yes  ovary 

[j  No 

[]  No 

[  ]  DON’T  , 

f]  DON’T 

KNOW  | 

KNOW 

l  J  Yes,  one 
breast 

U  Yes.both 
breast 

[  ]  Yes  ovary 
[]  No 
[]  DON’T 
KNOW 


Brs 


[  J  Yes,  one 
breast 

[  ]  Yes.both 
breast 

[  ]  Yes  ovary 
[]  No 
[]  DON’T 
KNOW 


Brst 


A33  If 
yes,  was 
she  an 
identical 
or 

fraternal 

twin, 

triplet? 


idem  lira,  .den,  .mi  .to.  fa,  )  idem  Tina  I  idem  Tlrat" 


BROTHER’S  INFORMATION 

A34.  Altogether  how  many  FULL  brothers  have  you  had?  □□ 


Brothers’ 

Inform. 


A.  37  How 
old  was  he 
when  he 
died? 


A.  38  Did 
he  ever 
have 
Cancer? 


A39  What 
kind  of 
cancer  did 
he  have? 
Types: 


[JYS 

[]  No 
[]  DON’T 
KNOW 


U  Yes 

[]  No 
[]  DON’T 
KNOW 


U  Yes 

[]  No 
[J  DON’T 
KNOW 


[J  Yes 

[]  No 
[]  DON’T 
KNOW 


Types: 


A 40  How 
old  was  he 
when  it 
was 

diagnosed? 


A42  If 
yes,  was 
he  an 
identical 
or 

fraternal 

twin, 

triplet? 


yes 


idem  I  fraL 


c. 

d. 

yes 

no 

idem 

trat 

yes  no  yes  no 
idem  I  trat  T  idem  Irat  Idem — 1m 
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TWIN  INFORMATION 

A43.  Are  you  a  twin?  [  ]  yes 

t  ]  No,  skip  to  A4? 

A44.  Which  brother  or  sister  is  your  twin? 

[  ]  Brother  #□,  skip  to  A46 
[  ]  Sister  #_ 

A45.  Are  you  identical  twins?  [  ]  Yes 

[  J  No 

[  ]  Don't  Know 


MOTHER’S  SIDE  OF  FAMILY 

SriSW.9"  ab0U' 0Iher  rchttiveS'  1  wm  •***»  your  mother's  parents  and  her 


A46.  First,  was  your  mother  adopted?  [  ]  Yes,  skip  to  A77 

n  No 

[  ]  Don't  Know 

Mother’s  Mother  (Maternal  Grandmother) 


A47. 

A48. 

A49. 

A50. 


Is  your  mother's  mother  still  living? 
How  old  is  your  mother's  mother? 


H  Yes 

[  ]  No,  Skip  to  A49 
_ Skip  to  A50 


How  old  was  your  mother’s  mother  when  she  died? 


Did  your  mother's  mother  ever  have  breast  cancer  or  ovary  cancer? 

[  ]  Yes,  breast  cancer,  one  breast 
[  ]  Yes,  breast  cancer,  both  breasts 
[  ]  Yes,  ovary  cancer 
[  ]  No 

[  ]  Don't  Know 


A51.  How  old  was  she  when  it  was  first  diagnosed? 

_ (Breast) 

_ (Ovary) 

A52.  Did  your  mother's  mother  ever  have  any  other  kind  of  cancer? 

□  Yes 
[  ]  No 

[  ]  Don't  Know 
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A53. 


What  kind  of  cancer(s)  did  she  have? 

a. 

b. 

c.  _ 


Mother’s  Father  (Maternal  Grandfather) 


A 55.  Is  your  mother's  father  still  living?  [  ]  Yes 

[  ]  No 

A56.  How  old  is  your  mother  s  father? 

A57 .  How  old  was  your  mother's  father  when  he  died? 
A58.  Did  your  mother's  father  ever  have  have  cancer? 


□  Yes 
f  ]  No 

[  ]  Don't  Know 


A59. 


What  kind  of  cancer(s)  did  he  have?=A60.  How  old  was  he  when 


it  was  diagnosed? 


a. 

b. 

c. 


Now  I  will  ask  you  about 
deceased. 


your  mother's  brothers  and  sisters,  both  living  and 


Mother’s  Sisters  (Maternal  Aunts) 

A6 1 .  Altogether,  how  many  FULL  sisters  or  did  your  mother  have? 


_  (Number) 

[  ]  None 
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Mother’s  Oldest 
Sisters.  sister 


A  62  is  her 
(?)  sister 
still  living 


2nd  sister  3rd  sister  |  4th  sister 


goto 

A64 


sth  sister 


A64  How 
old  was 
she  when 
she  died? 


A65  Did 
she  ever 
have 
Breast 
Cancer  or 
Ovary 
Cancer? 


A66  How 
old  was 
she  when 
it  was  first 
diagnosed? 


A67  Did 
she  ever 
have  any 
other  kind 
of  cancer? 


A6o  What 
kind  of 
cancer  did 
she  have?  i 


A69  How 
old  was 
she  when  I 
it  was 
diagnosed? 


U  Yes,  one 
breast 

[]  Yes.both 
breast 

[  ]  Yes  ovary 

[  ]  No 
[  ]  DON’T 
KNOW 


[  J  Yes,  one  [  J  Yes,  one 
breast  breast 

[]  Yes,  both  []  Yes,both 
breast  breast 

[  ]  Yes  ovary  [  ]  Yes  ovary 


[J  No 
[]  DON’T 
KNOW 


[]  No 
[]  DON’T 
KNOW 


[  J  Yes,  one 

breast 

[]  Yes.both 
breast 

[  ]  Yes  ovary 

[]  No 
[]  DON’T 
KNOW 


[  J  Yes,  one 
breast 

[  ]  Yes.both 
breast 

[  ]  Yes  ovary 

[]  No 
[J  DON’T 
KNOW 


[13 


ar  first 


ar  Brst 


first  I  Ovar  first  I  Ovar 
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Mother’s  Brothers  (Maternal  Uncles) 

A70.  All  together  how  many  full  brothers  did  your  mother  have? 


Mother’s 


Brothers 


A71  Is 
your  (?) 
mother’s 
brother 
still  livin: 


Oldest 


brother 


_(Number) 

.None 


3rd 

brother 


A 74  Did 
he  ever 

l  J  Yes 

have 

[]  No 

Cancer? 

i  «im  “ 

[]  DON’T 
KNOW 

kind  of 
cancer  did 
he  have? 
Types: 


Types: 


U  Yes 

[]  No 
[)  DON’T 
KNOW 


[J  Yes 

□  No 
[]  DON’T 
KNOW 


U  Yes 

H  No 
(]  DON’T 
KNOW 


n  no 

[]  DON’T 
KNOW 


A76  How 
old  was  he 
when  it 
was 

diagnosed? 
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Now  I  have  some  questions  about  your  father's  parents  and  his  h 

477  .  „  P  DtS  “d  hls  «de  of  the  family 
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A77.  First,  was  your  father  adopted-  [  ]  Yes,  skip  to  A108 

[  J  No 

t  ]  Don't  Know 


Father’s  Mother  (Paternal  Grandmother) 


A78.  Is  your  father's  mother  still  living?  [  ]  Yes 

[]  No 

A79.  How  old  is  your  father's  mother? 

A80.  How  old  was  your  father's  mother  when  she  died? _ 

A8 1 .  Did  yew  father's  mother  ever  have  breast  cancer  or  ovruy  cancel 

[  ]  ^es*  breast  cancer,  one  breast 
[  i  v.es’  breast  cancer,  both  breasts 
1 J  i  es,  ovary  cancer 
[  ]  No 

[  J  Don't  Know 


A82.  How  old  was  she  when  it  was  First  diagnosed? 

- (Breast) 

- -  (Ovary) 

A83.  Did  your  father's  mother  ever  have  any  other  kind  of  cancer’ 

[J  Yes 
[  ]  No 

[  ]  Don't  Know 


A84.  What  kind  of  cancer(s)  did  she  have- 


a. 

b. 

c. 


Father’s  Father  (Paternal  Grandfather) 


A85.  How  old  was  she  when  it  was 

diagnosed? 

a.  _ _ 

b.  _ 

c.  _ 


A86. 

A87. 

A88. 

A89. 


Is  your  fathers  father  still  living-  j  j  Yes 

[  J  No 

How  old  is  your  father’s  father- 

How  old  was  your  father's  father  when  he  died? 

Did  your  father's  father  ever  have  have  cancer’ 

H  Yes 

[  ]  No 

[  J  Don't  Know 
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A90.  Wetland  of  cancels)  did  he  haveV=A»I.  How  old  was  he  when  i,  was  diagnosed 


b. _ 

c. 


a. 

b. " 


deTeied"  “k  y°“  ‘,b°U*  y0ur  fi“her’s  brothe«  “d  sisters,  both  living  and 
Fadicr’s  Sisters  (Paternal  Aunts) 

.  Altogether,  how  many  FULL  sisters  or  did  your  father  have?  _ (Number) 

I J  None 


16 


Now  I  would  like  to  ask  questions  about  your  children.  Not  adorns 

but  your  natural  children.  n‘°l  aaoP*ed  children, 

'Sons 


A 108.  How  many  sons  do  you  have?  Natural  sons,  not  adopted. 


Sons’ 
Inform. 
A109  Is 
your  (?) 
son  still 
li  vizi] 

A110  How 
old  is  he? 
Alll  How 
old  was  he 
when  he 
died? 

A 112  Did 
he  ever 
have 
Cancer? 


Oldest  son 

yes  |  no 

go  to 
Alll 


TIyST 


A113  What  |  a. 
I  kind  of 
cancer  did 
he  have? 
TvDes: 


[]  No 
[]  DON’T 

KNOW _ 

b. 


no 

go  to 
Alll 


[]  Yes 

[]  No 
[]  DON’T 
KNOW 
a. 


no 

goto 

Alll 


no 

goto 

Alll 


TTy£F 

□  No 
[]  DON’T 
KNOW 

"a.  I  b. 


U  Yes 

[]  No 
[]  DON’T 
!  KNOW 


a. 


lypes: 

c. 

d. 

c. 

d. 

c. 

d. 

c. 

d. 

c. 

d. 

A114  How 
old  was  he 
when  it 
was 

diagnosed? 

a. 

b. 

a. 

b. 

a. 

b. 

a. 

b. 

a. 

b. 

Age 

A  1  1  C  11/  * 

c. 

d. 

c. 

d. 

c. 

d. 

c. 

d. 

c. 

d. 

Alls  Was 
he  a  twin 
or  triplet? 

A  111  If 

yes 

no 

yes 

no 

yes 

I  no 

yes 

no 

yes 

no 

Alio  11 
yes,  was 
he  an 
identical 
or 

fraternal 

twin, 

triplet? 

idem 

fraL 

idem 

Irat 

idem 

frat 

idem 

frat 

ident 

frat 

b. 


.  (Number) 


no 

go  to 
Alll 


IJ  Yes 

[]  No 
[J  DON’T 
KNOW 
a!  I  b. 
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daughter  I  daughter  l  daughter  I  daughter 


daughter 


A119  How 
old  is  she? 


A 120  How 
old  was 
she  when 
she  died? 


A121  Did 
she  ever 
have 
Breast 
Cancer  or 
Ovary 
Cancer? 


A122  How 
old  was 
she  when 
it  was  first 
diagnosed? 


A 123  Did 
she  ever 
have  any 
other  kind 
of  cancer? 


A 124  What 
kind  of 
cancer  did 
she  have? 


A125  How 
old  was 
she  when  I 
it  was 
diagnosed? 


A 126  Was 
she  a  twin 
or  triplet? 


A 127  If 
yes,  was 
she  an  I 
identical 
or 

fraternal 

twin, 

triplet? 


N 


l  J  Yes,  one 
breast 

[  ]  Yes.both 
breast 

[  ]  Yes  ovary 

[]  No 
[]  DON’T 
KNOW 
Brst  |  Ovar 


[  ]  Yes,  one 
breast 

[  ]  Yes.both 
breast 

[  ]  Yes  ovary 

'  □  No 
[]  DON’T 
KNOW 
Brst  I  Ovar 


No 

DON’T 


U  Yes,  one 

l  J  Ves.  one 

breast 

breast 

[]  Yes.both 

[  ]  Yes.both 

breast 

breast 

[  ]  Yes  ovary 

[  ]  Yes  ovary' 

[]  No 

[  ]  No 

[]  DON’T 

[]  DON’T 

KNOW 

KNOW 

res 


idem  I  trat. 


yes 

no 

idem 

tint 

idem  |  fiat  idem  j  feat  j  idem  I  frat' 
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COUSINS 

“  have  “y  C0Qsi“  on  y0UI'  father’s  side  of  toe  family  who  have 


IS 


been  diagnosed 


[]  Yes 
[JNo 

[  ]  Don’t  Know 


SyT*  tyP“  0f  cancer  *“™  to  any  of  your  cousins  on  your 


CANCER - 

BREAST 

OVARY  '  - - - - 

"pr6£tajt£ - — — - 

COLON  - - - - - 

“Other  - - 

£th°J^?0“  have  “y  C0USinS  °n  y0ur  mo,her’s  side  of  toe  family  who  have  been  diagnosed 


[]  Yes 
[]  No 

[  ]  Don’t  Know 


A131.  Which  of  the  following  types  of 
mother’s  side  of  the  family? 


cancer  have  occurred 


in 


any  of  your  cousins  on 


your 


CANCER 

breast 


OVARY 


PROSTATE 

COLON 


OTHER 


OCCURRED 
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B.  REPRODUCTIVE  HISTORY 


19 


B 1 .  How  old  were  you  when  you  started  having  menstrual  periods0 

□  Less  than  12  years  of  age 

□  13 

□  14 

I _ 1 15  years  of  age  or  older 

B2.  When  did  you  have  your  last  menstrual  period0 
Less  than  one  month  ago 
Between  one  and  six  months  ago 
Six  months  to  one  year  ago 
More  than  one  year  ago 

B3.  What  was  your  age  at  your  last  menstrual  period? 

Age _ 

Subtract  current  age  -  above  age  = _ - _ = 

If  difference  is  five  years  or  greater,  skip  to  question  BIS 


j»  the  length  of  your  menstrua, 

□  No 

If  No,  skip  to  question  £2 


B5.  Describe  how  the  length  of  your  menstrual  penod  has  changed  in  the  past  ftve  years. 

□  Longer  duration 

□  Shorter  duration 


B6.  How  many  years  ago  did  this  change  first  occur? 

□  Within  the  past  year 

□  1-2  years  ago 

□  2-3  years  ago 

□  3-4  years  ago 

□  4-5  years  ago 

£££%*£?  f'Ve  W haVC  y°“  «■»*«  »  *  interval  between  your 


□  Yes 

□  No 

If  No,  skip  to  question  £1Q 
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B8.  Describe  how  the  interval  between  your  menstrual  periods  has  changed  ip  the  past  five  years 

□  Longer  interval  between  periods 
0  Shorter  interval  between  periods 

B9.  How  many  years  ago  did  this  change  first  occur? 

0  Within  the  past  year 
0  1-2  years  ago 
0  2-3 -years  ago 
0  3-4  years  ago 
0  4-5  years  ago 


BIO.  During  the  past  five  years,  have 
have  with  your  menstrual  cycles? 


you  experienced  changes  in  the  amount  of  bleeding  you 


0  Yes 
0  No 

If  No,  skip  to  question  B13. 


EH'  Describe  how  your  periods  have  changed  during  this  period: 

0  Heavier  flow 
0  Lighter  flow 


®  How  many  years  ago  did  this  change  first  occur? 

Within  the  past  year 
01-2  years  ago 
0  2-3  years  ago 
0  3-4  years  ago 
0  4-5  years  ago 

B 13.  During  the  past  five  years,  have  you  ever  experienced  hot  flashes  or  night  sweats? 
0  Yes 

0  No  .  •  v. 

If  No,  skip  to  question  B16 

B 1 4 .  How  many  years  ago  did  this  sym  ptom  first  occur? 

0  Within  the  past  year 
01-2  years  ago 
0  2-3  years  ago 
0  3-4  years  ago 
0  4-5  years  ago 

B 15.  How  often  did  you  experience  these  symptoms? 


_ times  per  week. 

- times  per  month. 


B 16.  At  present,  are  you  still  having  menstrual  periods? 
0  Yes 

0  No,  skip  to  B18 
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Lj  exactly _ days 

□  Do°notIta’owyS  NoW  Skip  *°  BIS’ 

B18.  Why  did  you  stop  having  your  menstrual  periods? 

□Periods  stopped  naturally 
Surgery  (check  one): 

□Hysterectomy  (uterus  and  both  ovaries  removed! 
□Surgery,  but  not  sure  which  type 

□Radiation  therapy 


□Do  not  know 
□Other  (please  explain): 


Now  I  am  going  to  ask  you  about  your  use  of  hormnn*  i 

B19  H  0f  hormone  replacement  therapy> 

□  Yes 

□  No 

B20.  How  Old  were  you  when  you  first  used  estrogen  for  this  p^pose? 

□□Age 

B21o  At  the  hnte  you  staned  to  take  this  medtcation.  how  often  were  you  having  mensuua. 

R  HaH  a”,0.‘ had  3  penod  for  12  or  more  months 

□  Penods^rfyr^  M  become  trregular. 

imgutoitiM?  many  y<KlrS  ‘0Ql  have  yo“  ujten  eslrogen  alone  for  menopause  or  menstrual 
□□Years- 

^ "  combination 
□  Yes 


B24.  How  old  were  you  when  you  first  used  progestins  for  this  purpose? 

□□  Age 

periodi?^6  y°U  Stafled  10  take  raedication’  how  often  were  you  having  menstrual 
HU  Had  not  had  a  period  for  12  or  more  months. 

n  £15  leaSl  °?e  Penod  111 1116  Previous  12  months,  but  cycles  had  become  irregular 
□  Penods  were  fairly  regular  during  the  previous  12  months.  g 

"miy  yCa”  Ek'n  pro?esdm  for  ““opausc  or  menstnro] 

B27.  Smce  your  diagnosis  of  breast  cancer  have  you  taken  either  estrogens  or  progestins 

□  yes 

□  no,  skip  to  Section  C 

B28.  What  type  of  hormonal  preparation  have  you  taken? 

3  estrogen  replacement  therapy 
^  estrogen  and  progestin  replacement  therapy 

_J  other _ (specify1) 

O  Don’t  know 

B29.  Are  you  taking  any  of  the  following  medications  now? 

□  estrogen  replacement  therapy 

Q  estrogen  and  progestin  replacement  therapy 
LJ  other  _ (specify) 

□  Don’t  know 
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(Based  on  section  B, 

pfegnlS^ST '°  ““  you  abom 

C 1 .  Have  you  ever  been  pregnant? 


□  Yes 

□  No  (go  to  09) 


miscarriages,  and  uidu^d  abortions  r  ^  ^  pregnant?  ®  “eludes  live  births,  stillbirths 

'*  Number  QQ 

Now  I  would  like  to  ask  some  specific  questions  about  your  pregnancies. 

(PROBE:  Was  i.  a  tivebom.  still 


"Tivebirth 


Stillbirth 


Miscamaee 


Abortion 


Multiple 


Pregnant  now 


Don’t  Know 


1ST  PREG  |  2ND  PREG  I  3Rp  ope,-. 


4TH  PREG 


C4.How  many  weeks  or  months  did  your  pregnancy  last? 
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C5.  In  wlut  month, and  year  did  this  pregnancy  end? 

"fclonth/vear - PR£G  1 2ND  PREG  I  3RD  PggO 


C6.  Was  it  a  boy  or  a  girl? 


Bov 


Giri 


Twin  Girls 


Twin  Bovs 
Twin  girl/bov 
other  muiL 


1STPREG 


LJVEBORN  Q|yy  y- 

C7 .  What  was  the  baby's  birthweight? 


Birthweight 

Lbs/oz 


1STPREG 


2ND  PRHG 


C8 .  Did  you  breastfeed  this(these)  child(ren)  for  2 


1ST  PREG 


2ND  PREG 


3RD  PREG 


weeks  or  longer? 
I  3RD  PREG 


4THPREG 


- L3RDPREO  [4TOPREG 


4TH  PREG 


4TH  PREG 


C9.  How  long  did  you  breastfeed  this  (these)  child 


Weeks _ 

Months 

fears 

Still  Nursing 


1ST  PREG 


2ND  PREG 


(ren)? 

1  3RD  PREG 


4TH  PREG 


CIO.  Did  you  oy  for  12  monIhs  or  more  „  ^  „  for  ^  ^ ^ 
Tu~  I  1ST  PREG  I2NDPRFG  I3RDPRFG  MTHPRFG 


Cn-  D‘dyou  take  fertility  drugs  10  become 


- u.  io  necome  pregnant  for  this  pregnancy? 

— TPR£° - 1  2ND  PREG  I3RDPREG  I 


4TH  PREG 


C 12.  What  was  the  name  of  the  fertility  drug? 

1ST  PREG  I  2ND  PRFH  I  ID nnrr 


4THPREG 


C13.  For  how  many  weeks  or  months  prior  to  this  pregnancy  did  you  take  it? 


C14.  Did  you  take  medication  to  prevent  miscarriage  or  “hold"  this  pregnancy^ 


4TH  PREG 


C15.  What  was  the  name  of  the  medication? 


C16.  How  many  weeks  pregnant  were  you  when  you  started  taking  the  medication? 


4THPREG 


Don't  Know 

C17.  How  many  weeks  or  months  dunng  thrs  pregnancy  did  you  take  it? 


4TH  PREG 


C18'  b mwgZSlJZr**  haVC  y0U  UKd  for  1 «">»  “onths  ormore  m  become  pregnant 

--  U  Yes 

u  []No 

Now  skip  to  Question  C25 
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^  Ik  '  t^e,rf  ev  a  “me  “  yQur  when  you  tried  for  at  least  P  monthc  m  k« 

without  being  able  to?  Cdil  i_  raont^ls  t0  become  pregnant 

[]  Yes 
[]  No 

C20.  Have  you  ever  taken  fertility  drugs,  such  as  Clomid  or  Perganol,  to  stimulate  ovulation'1 

[]  Yes 

[  ]  No,  skip  to  C27 

C2 1 .  What  was  the  name  of  the  medication? 


Medication 
Don't  Know 


jST  Medication  I  2ND  Medication  I  3RD  Medication  |  4TH  Medication 


C22.  In  what  month  and  year  did  you  start  taking  it? 

- UF  Medication  I  2ND  Medication  I  3RD  Medication  I  4TH 


Medication 

Month/Year 


C23.  For  how  many  months  or  weeks  did  you  take  it? 

"Medicaoon  I  1ST  Medkali°D  I  2ND  Medicadon  I  3RD  Medication  I  Medium,, 

Months  - - - - 

Weeks  - ■ - - - 

C24.  Did  you  take  fertility  drugs  after  that?  [  ]  Yes  (Return  to  C21  for  up  to  4  Meds) 

[]  No 

C25 '  Dld  you  or  y°ur  husband  or  partner  ever  have  tests  done  for  fertility'’ 

[]  Yes 

[]  No, gotoC27 

C26'  you^  d0C1°r  Kly  the  Pr°blem  w“  rclated  ,0  y°u-  y°UT  h“ba"<J  ”  panner,  or  bith  of 

[)  Self 

[  ]  Husband/partner 
[j  Both 
[]  No  problem 
[  ]  Doctor  didn't  know 
[  ]  Don't  know 

C27 .  Have  you  ever  taken  birth  control  pills  for  any  purposes? 

[  ]  Yes  If  "Yes,”  proceed  with  questions. 

[  ]  No  If  "No,"  please  go  to  C35. 
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MtoJ  ■  'aSr1*  "  y°“  “kB binh  W  (Check  an  to  appW 

[  ]  Regulate  menstrual  cycles 
[  ]  other  purpose _ 

C29.  How  old  were  you  when  you  first  began  taking  birth  control  pills" 

QQAge 

C30.  Are  you  currently  taking  birth  control  pills? 


1_J  AW 


LJ 


many  yea£>  of  monte  SCVeral  times* for  a  of  how 


D  Less  than  one  year 

□  1  -  3  years  total 
O  4  -  5  years  total 

□  6  - 10  years  total 

□  11  - 15  years  total 

O  16  or  more  years  total 


C32.  to  what  month  and  year  did  you  (first/next)  begin  to  use  them? 


C33.  What  was  the  name  of  the  pill  you  used? 

-1ST  Pill  use  I  2ND  Pill 


C34.  How  long  did  you  take  them  conunuously  this  time? 


1ST  Pill  use 


After  question  C34  skip  to  C36. 

C35.  What  was  the  mag  reason  you  never  used  birth  control  pills? 

(CfffiCK  ALL  THAT  APPLY) 
r  i  ^)octor  recommended  against 
L  j  Respondent  concerned  about  family  history 
l  J  Respondent  concerned  about  general  safety 
[]  Personal  choice,  or  no  need  V 


4TH  Pill  use 


4TH  Pill  use 
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'  C36. 


C37. 


Are  there  any  other  hormone  medications  that  you  ever  took  for  anv  , 

those  we  have  already  discussed,  including  thyroid  medication0  'V  0ther  ^ 


□  Yes 
n  No 


What  was  the  name  of  the  medication? 


[  J  Don’t  know 

C38.  For  what  reason  were  you  taking  this  medication? 


C39. 

C40. 

C41. 


C42. 


In  what  month  and  year  did  you  start  taking  it? 


_ / _ 


For  how  many  months  did  you  take  it? 


Have  you  had  any  pregnancies  since  you  were  diagnosed  with  Breast  Cancer? 

□  Yes 

□  No 

What  was  the  outcome? 


29 


OUlUKl 


Now  I  would  like  to  ask  you  some  more  questions  about  your  health. 

Dl.  Did  a  doctor  every  tell  you  that  you  had  any  of  the  following  conduons: 


CONDITIONS: 


YES 


Gallstones  or  gallbladder  diseasT 
Endometriosis  or  Endometrinma 
Diabetes  ~ 

co°lon  P°lyPS  (|Jr°be:  P°,yps  in  the 

Uterine  fibroids 

luvanan  cvst  or  cystic 

blood  pressure  (not  during 
pregnancy _  6 

High  cholesterol 
_Kenal  Disease  or  Chrnnir  ttti 
Thyroid  Disease 


AGE  WHEN  FIRST  TOLD  OF 
CONDITION 


had  fibrocystic  breast dS^?iagn°S1S  °f  breast  cancer’  did  a  doctor  ever  tell  you  that  you 

[]  Yes 

[  ]  No  (skip  to  D4) 


D3. 


D4. 


How  old  were  you  the  first  time  you  were  told  this? 

Age 


D5. 


U  Yes 

H  No  (skip  to  D3) 


What  was  the  reason  for  the  breast  biopsy  or  aspiration? 

□  To  follow  an  abnormal  mammogram 
U  To  check  a  lump  detected  by  you 
U  To  check  a  lump  detected  by  your  physician 


D6. 

D7. 


□  Other, 


In  what  year  was  this  done? 
What  was  found? 


□□nrKvear) 


O  Normal  breast  tissue 

□  Mastitis 

□  mclud“s  fibro^dc 


0  Other. 
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D8. 


D9. 


Pnor  to  your  diagnosis  of  breast 
size  or  shape  of  your  breasts? 


cancer,  did  you  ever  have 


any  surgery  that  changed  the 


U  Yes 

[]  No,  skip  to  Dll 


How  old  were  you  when  you  had  this  surgery? 


DIO.  Which  procedure  was  used?  (PROBE) 


Age 


n  PROPHYLACTIC  MASTECTOMY 
[]  BIOPSY/LUMPECTOMY 

! i  ^^STPR0S'IHESIS  (AUGMENTATION) 

□  COSMETIC  REDUCTION 

[]  OTHER  _ _ 


Dll. 


Dll 


(month)  (year) 


Was  this  cancer  diagnosed  in  your  left,  right,  or  both  breasts? 


□  LEFT  ONLY 
[]  RIGHT  ONLY 
[]  BOTH 
[]  DONT KNOW 


D13. 


^^dn^mM^^an^^did^^rd^or^otwea^proWeiiff  * k f°Und 


[J  SELF-DETECTED 
[]  MAMMOGRAPHY-DETECTED 
[]  PHYSiaAN-DETECTED 

[  J  OTHER: _ _ 

[]  DONT  KNOW 
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StoES  1  >°  too.- 

.  recent  diagnosis  of  breast  cancer  ?  Y  mamrao^im s  performed  as  pan  of  your 


D14.  Did  you  have  mammograms  before  the  age  of  fony? 

- Yes,  go  to  D15 

- No,  go  to  D16 

- Don’t  know,  go  to  D16 

D15.  How  many  screening  mammograms  total  did  you  have  prior  to  age  40? 

_ Number 

_ Don’t  know 


D16.  How  often  did  you  have  mammograms  between  the  ages  of  40  and  50? 

□  More  that  once  per  year 
0  Once  per  year 

□  Once  every  two  years 

0  Less  than  once  every  two  years 
- Never  screened 

- Not  applicable  (patient  younger  than  age  40) 


D17'  Hn  bCtWCC" the <* » «d 60? 

0  Once  per  year 
0  Once  every  two  years 
0  Less  than  once  every  two  years 
- Never  screened 

- Not  applicable  (patient  younger  than  age  50) 


D18. 


Is 


this  most  recent  diagnosis 


of  breast  cancer  the  first  tune  that  you  have  ever  had  cancer’’ 
l  J  Yes,  go  to  Section  E 
[J  No 


D19. 


iiilU 
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E.  SMOKING 


32 


El.  Have  you  smoked  at  least  100  cigarettes,  that  is  5  packs  or  more,  in  your  lifetime? 

□Yes  (if  yes,  go  to  E2) 

QNo  (if  no,  skip  to  section  F) 

E2.  How  old  were  you  when  you  started  smoking  cigarettes? 

□□Age 

E3.  Do  you  smoke  cigarettes  NOW? 

□Yes  (if  yes,  go  to  E5). 

□No 

E4.  How  old  were  you  when  you  stopped  smoking  cigarettes? 

□□Age 


E5.  At  the  PRESENT  TIME,  on  average  how  many  packs  of  cigarettes  do  yon  smoke  per  day? 

CIJLess  than  ONE  pack  per  day 
QjONE  to  TWO  packs  per  day 
QMore  than  TWO  packs  per  day 

cigarenSdM  yo^oke”^^  “  Whfch  y°“  ”tted  »  «•»*  how  many 


□Less  than  ONE  pack  per  day 
□ONE  to  TWO  packs  per  day 
□More  than  TWO  packs  per  day 


dgareneshave  ^oW^yT' d,aSnos‘s  °f  “ncer.  on  average  how  many 


□  None 

□Less  than  ONE  pack  per  day 
□ONE  to  TWO  packs  per  day 
□More  than  TWO  packs  per  day 

E8.  Have  you  ever  smoked  a  cigar  or  pipe  regularly? 

□Yes  (if  yes,  go  to  E9) 

□No  (if  no,  go  to  section  F) 

E9.  How  old  were  you  when  you  started  smoking  a  cigar  or  pipe? 
□□Age 


E10.  How  old  were  you  when  you  stopped  smoking  a  cigar  or  pipe? 
□□Age 
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El  1.  Do  you  smoke  a  cigar  or  pipe  NOW? 

□Yes  (if  yes,  go  to  E5). 

□No  (if  no,  skip  to  E6). 


E12. 


°f  brc“  h0W  0fBn  h"* 

□Once  or  twice  a  day 
□More  than  twice  a  day 


you  smoked  a  cigar  or  pipe0 
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F.  HEIGHT,  WEIGHT,  PHYSICAL  ACTIVITY 

Now  I  have  some  questions  about  your  weight  and  level  of  physical  activity  in  the  past  ten  years. 

FI.  What  has  been  your  lowest  weight  in  the  past  ten  years,  mj  coumin.  this  past  vear’ 

_ _ lbs 

[]  Don't  know 

F2.  How  old  were  you  (during  the  past  ten  years)  when  weighed  that  amount'’ 

_ yrs  old 

[  ]  Don't  know 

F3.  Whac  is  the  most  that  you  ever  weighed  during  the  past  ten  veers'1  rPRORF  n„ 

include  any  tunes  you  were  pregmit  or  nuisiig.)  ’  ("ROBE.  Do  not 

_ lbs 

[]  Don't  know 

F4.  How  old  were  you  (during  the  past  ten  years)  when  you  weighed  this  amount" 

_ yrs  old 

[  ]  Don't  know 

F5'  SsT  SSnd'jS1’  T?'"  y0ur?od>' d0  F°“  ttnd  “>  S™  it  most  easily  below  the 
waist,  around  and  above  the  waist,  or  above  and  below  the  waist  ermallv'J  rppnnc  rTC 
not  mclude  times  when  you  were  pregnant.)  equally?  (PROBE:  Do 

[]  BELOW  THE  WAIST 
[]  AROUND  AND  ABOVE  THE  WAIST 
[]  ABOVE  AND  BELOW  WAIST  EQUALLY 
[]  NEVER  CARRIED  EXTRA  WEIGHT 

you  For£ti%szy£ry  m 

JXUUZk  spent  in  each  activity).  (Check  ah  that  apply)  Y  ^ aLjeaa  2 

[  ]  Engaged  in  heavy  manual  work,  such  as  digging  or  choDDine  with  took  fnrm  nr  m  u 
work,  construction,  scrubbing  floors,  etc.  topping  with  tools,  farm  or  ranch 

[  ]  Participation  in  a  sports  team,  including  attendance  at  practice  sessions. 

[]  Participation  in  individual  sports,  such  as  racquet  sports  swimmine 
S“mlnSrS^/j0gS‘nS'  “*  WaUdn8’  biCycli"g’  hor“back  ridin8-  d“oe  or  excercise 

1 )  Engaged  in  brisk  walking  or  smr  climbing  as  a  pan  of  your  work  or  home  activities. 

wJ^ISpS  S“Ch  ^ lighl  hou“ho,d  <*»• 

[  ]  Other  (explain) 
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Ettreffl  taiOTL  tS^i “te  toe.' ptefelfme 

*"*  °r  Ch0^  «“>  «*.  farm  or  ranch 
[  )  Participation  in  a  sports  learn,  including  attendance  at  practice  sections 


[ )  Engaged  in  brisk  walking  or  stair  climbing  as  a  pan  of  your  work  or  home  activh.es. 

wa^Tpl^S^fgSVid“-  “Ch “**  hwns'  “Sh[  househ»'d  chores. 

[  J  Other:  (explain) 
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G.  ALCOHOL  USE 
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•  Now  I  am  going  to  ask  you  about  your  consumption  of  alcoholic  beverages. 
ALCOHOLIC  BEVERAGES  include  beer,  wine  and  liquor. 

Gl.  In  the  past  five  years,  have  you  had  at  least  12  drinks  of  any  alcoholic  beverage? 

QYes  (if  yes,  go  to  G2) 

□No  (if  no,  skip  to  section  H) 

°f braS1  consume 

□Yes  (if  yes,  go  to  G3) 

□No  (if  no,  skip  to  G5) 

G3.  During  this  rime  on  how  many  days  did  you  consume  alsoholic  beverages  in  an  average  week’ 

- .number 

_ Don’t  Know 

day,  on  AVERAGE’ "  y°“  •*«*»  h°"  «nlcs  did  you  have  in  a  single 

- - number 

_ Don’t  Know 

G5.  Were  there  any  times  when  you  drank  more  than  five  drinks  of  alcohol  in  a  single  day’ 

- yes  (go  to  G6) 

_ no  (go  to  G7) 

motedian  n™  °f  bre“  h°W  ^  t01al  dld 

- number 

— _ .Don’t  Know 

diagnoses” ofbrealit  Snow!"  ab°Ut  ^  consumPtion  of  »*nohol  since  your  recent 

on^wok’11’  rc“m  d,agn0S'S  °f  brc“'  Canccr'  have  you  consumed  alcoholic  beverages  at  least 

- yes  (go  to  G8) 

- no  (go  to  G10) 

G8.  In  ^  average  week,  on  how  many  days  do  you  consume  alcoholic  beverages? 

- Don’t  Know 
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£v  2x^555“  y0U  alc0h0lic  bevera«“-  ^  m“y  drinks 


AVERAGE? 
.number 
.Don’t  Know 


do  you  have  in  a  sinsle 


drinks  of  alcohol  in  a  single  day?  *** there  t"nes  when  -vou  h^d  more  than  five 

_ Yes,  Go  to  Gil 

- No,  Go  to  section  H 

tetob  oESffi  J23£SI"“  h°W  h-E  y°u  had  more  rhan 


.Number 
.Don’t  Know 
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H.  MEDICATION  HISTORY 


I  am  going  to  ask  about  some  medications  you  may  have  taken  in  the  past  and  may  be  taking  now. 

HI.  The  following  table  refers  to  over-the-counter  and  prescription  medications. 

In  the  past  five  years,  PRIOR  to  your  recent  diagnosis  of  breast  cancer  have  you  taken  anv  of  the 
cauo“ on 2 . w=4oto’ re“v Sf&i 


Aspirin  or  buffered  aspirin: 
Bayer,  Anacin,  Bufferin, 
Ascripdn 

Yes 

No 

Ibuprofen:  Advil,  Nupnn, 
Motrin  IB;  Naproxin: 

Alleve 

Yes 

No 

Prescription  anti¬ 
inflammatory  drugs: 

Motrin,  Feldene,  Voltarin, 
Clinoril,  Indocin 

Yes 

No 

Acetaminophen:  Tylenol, 
Panadol,  Anacin-3,  Dristan 
AF,  Comtrex 

Yes 

[No 

BC,  Goodys,  Empnn, 

APC  powders 

Yes 

No 

Excednn  or  Vanquish 

Yes 

No 

Antidepressants  or  anu- 
anxiety  medications: 

Prozac,  Zoloft,  Elavil, 
Valium,  Librium,  Xanax, 
other 

Yes 

No 
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HI  Since  your  recent  diagnosis  of  breast  cancer  have  vou  taken  , 

on  a  regular  basis^  By  regular  we  mean  three  '  n  any  of  the  followm? 


times  a  week  or  more. 


ux  uuuerea  aspin 
Bayer,  Anacin,  Bufferin, 
Ascriptin 

Ibuproten.  auvu,  ^Uj 
Monin  IB;  Naproxin: 
Alleve 

Prescription  anu- 
inflammatory  drugs: 
Motrin,  Feldene,  Vol 

Clinoril,  Indocin _ 

Acetammopnen:  Tylenol 
Panadol,  Anar  -  *  ~  • 
AF,  Comtrex 

Cioodys,  Empnn, 
APC  powders 
Bxcedrin  or  Vanquish 
Antidepressants  or  anu- 
anxiety  medications: 
Prozac,  Zoloft,  Elavil, 
Valium,  Librium,  Xanax, 
other 


n:  I  Yes 

No  1 

I  Yes 

j  No  I 

|  Yes 

J  No  j 

1  Yes 

i| 

|No  j 

1  Yes 

J  Yes 

1  No  1 

1  Yes 

|  INO  | 

[No  J 

medicauons 
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H3.  Which  of  the  following  medications  do 
mean  three  times  a  week  or  more. 


yon  take  on  a  regular  basis  NOW^  Bv  regular  we 


Aspirin  or  buffered  aspirin: 
Bayer,  Anacin,  Bufferin, 
AscriDtin 

Yes 

No 

iDuproten:  Advil,  Nupnn, 
Motrin  IB;  Naproxin: 

Alleve 

Yes 

No 

f^escnpuon  ann- 
inflammatory  drugs: 

Motrin,  Feldene,  Voltarin, 
Clinoril,  Indocin 

Yes 

No 

Acetaminophen:  Tylenol, 
Panadol,  Anacin-3,  Dristan 
AF.  Comtrex 

Yes 

No 

uoodys,  Emprin, 

APC  powders 

Yes 

No 

i  i-Accdiiii  01  Vanouish  1  Y«  . T 

No 

^nuaepressants  or  anti¬ 
anxiety  medications: 

Prozac,  Zoloft,  Elavil, 
Valium,  Librium,  Xanax, 
other 

Yes 

. 

No 

H4.  Are  toe  any  other  medications  that  you  ae  currently  talcing  for  any  reason’ 

□  Yes 

0  No 
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L  VitaMIN  supplement  history 


Supplement 

Over  the  past  5 
years,  PRIOR  to 
your  recent 
diagnosis  of 
breast  cancer,  did 
you  take  any  of 
the-  following 
dietary 

supplements? 

Do  you  take  any 
of  the  following 
dietary 

supplements  now? 

ieh 

vm 

M 

IFSi®i 

IE 

im 

IM 

■  Kikfl 

BM 

imm 

mm 

m 

wm 

IBM 

llB^m 

mm 

m 

tm 

IBM 

mm 

tm 

IBM 

Iron 

Ifl^l 

wm 

IM 

Calcium  or 
dolomite 

Yes 

No 

H| 

■ 

mi 

Yes 

ESRBEm 

mm 

Ml 

sBI 

Vitamin  B12  or  ^ 
B  Complex 

Yes 

No 

m 

Folate  or  Folic  ’i 
Acid 

'es 

No  i 

fes 

No 

Multivitamin  or  Y 
Multivitamin 
with  Iron 

'es  1 

_ j. 

Vo 

'es  1 

^0 
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T1  n  J.  DIETARY  HISTORY 

'eat  the^n^  Sffl  ££*  “«•  -  *»  <* 


Type  of  food 

Never  o 
less  thai 
once  a 
week 

r  Once  a 
n  week 

3-4 

times  a 
week 

Once 

every 

day 

Twice  a 
day  or 
more 

ia 

Chicken 

Pork  chops  or 
Ham  Steak 

Lamb  chops 

Bacon  or 
Breakfast 

Sausage 

Hot  dogs  or 
luncheon  meat 

Fish 

Fruits  and 
Vegetables 

Grains 
(pastas,  rice, 
breads,  etc.) 

Dairy  (milk, 
cheese,  ice 
cream,  etc.) 

you 
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2.  How  often  do  you  eat  these  foods  now? 


1  Type  of  food 

Never  c 
less  tha 
once  a 
week 

ir  Once  a 
n  week 

3-4 

times  a 
week 

Once 

every 

day 

Twice  a 
day  or 
more 

I  Hamburger  or 

I  cheeseburger 

IBeef  steaks 

1  Chicken 

| 

I  Pork  chops  or 

1  Ham  Steak 

1  Lamb  chops 

H 

1  Bacon  or 

I  Breakfast 

I  Sausage 

1  Hot  dogs  or 

1  luncheon  meat 

1  Fish 

1  Fruits  and 

I  Vegetables 

Grains 
(pastas,  rice, 
'breads,  etc.) 

Dairy  (milk, 
cheese,  ice 
cream,  etc.) 

J3.  Do  you  currently  follow  a  vegetarian  diet'* 

This  means  you  do  not  consume  beef,  pork,  lamb,  poultry  or  fish. 

□  Yes 

□  No 

M.  Overthepast  five  years,  did  you  follow  a  vegetarian  diet  for  a 

□  Yes 

□  No 


a  vegetarian  diet  for  a  period  of  one  year  or  more? 
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K-  OCCUPATION  AND  RESIDENTIAL  HISTORY 

Those  are  all  my  questions  about  your  health  and  your  familv  Mv  r.noi  „  • 

that  you  may  have  ever  had  as  an  adult  and  where  you  have  lived  during  your^feriL^  ^ 

K 1 .  Where  were  you  bom7  „ 

_ _ State 

K2.  What  kind  of  community  did  you  spend  most  of  your  life  when  you  were: 


Location 

Large  city 
(pop.  >100,000 
Suburb  of  large 
city 

town  or  city 

(pop. 50, 000- 

100,000) 

Town 

(pop.  <1 0,000) 
Rural,  non- farm 
(in  the  country, 
but  not  a  farm) 
On  a  farm 
Don’t  remember 


Less  than  18  years  18-25  years  old  Greater  than  25 
- - - - - -  years  old 


Have  you  ever  been  employed  outside  the  home? 

1[]  Yes 
2[)  No 

w“  held  for  the 

i  rnt  ( PROBE.  What  was  your  complete  job  title?) 


K5 .  At  what  age  did  you  start  working  at  this  job? 

K6.  How  many  years  total  did  you  work  at  this  job?. 


_AGE_ 


(years) 
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K7.  "Was  the  occupation  that  you  held  FOR  THE  SECOND  LONGEST  PERIOD 


K8 .  At  what  age  did  you  start  working  at  this  job9  r^rrpt 

K9 .  How  many  years  total  did  you  work  at  this  job? 

K1°  was  1116  °”lpadon  11131  y°u  F0R  ™e  THIRD  LONGEST  PERIOD  of  mg, 

KI1'  Al  what  age  did  you  son  working  at  this  job?  tangi  CHILE! 

K 1 2 '  H°W  many  years  totaI  did  you  work  at  this  job?.  ixsaal 


K13.  IN  ADDITION  TO  THE  INFORMATION  YOU 

the  following  professions? 


HAVE  PROVIDED,  have  you  worked 


yes/ no  now  many  age  at 
_ _  year*  start 


OCCUPATION 

Radiology  Technician 
Dental  Technician 
veterinary  technician 
Veterinarian  '  ' 
Medical  Doctor  ' — 

Demist  ‘ 

Laboratory  Worker 
Nurse  ■ — 

Beauucian/Hairdresser - 

Airline  Stewardess  ' 

ivtanagenal/Uencal  Worker 


K14.  Have  you  ever  worked  night  shifts  in  any  of  your  job  positions? 

□  Yes 

□  No 

How  many  years  total? _ 

K15.  Have  your  ever  lived  or  worked  on  a  farm? 

□  Yes 
'  DNo 

How  many  years  total  did  you  live  or  work  on  faim*> 
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K16. 


Did  you  ever  mix  or  apply  pesticides 


or  herbicides  as  part  of  your  job0 

□  Yes 

□  No 


K1 7.  Did  you  ever  use  pesticides  or  herbicides  in  your  private  garden? 


□  Yes 

□  No 

K1 8  .  Did  you  ever  use  pesticides  inside  your  home?  This  includes 
termites,  etc. 

□  Yes 

□  No 

products?  y0Uf  CVer  ^  PeStiddeS  0n  y0ur  ^  or  Hveslock?  This  includes 


control  of  roaches,  ants. 


flea  and  tick  control 


□  Yes 

□  No 


K20.  Where  was  this  phone  interview  conducted? 

□  Home 

□  Office 

□Relative’s  House 


□  Other 


.Relative 


Where? 


M  te  TT  “ I0  Wha‘ CaUSed  or  ^ breast  cancer  occunence- 

qt^£j  ^  ^  ab0M  ^  self  .administered 
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L.  END  OF  INTERVIEW 
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LI. 


L2. 


Thank  you  very  much  for  your  help  in  our  surwv  v. 

our  research.  May  w=  cornua  you  agum  if  we  Jd " 

[]  Yes 

[  ]  No,  skip  to  Ml. 

“* phone  number  of  someone  wh° 


L3. 


NAME 

ADDRESS 


PHONE 
concerning  your 


L4. 


™;r^r wc  would  "* ,o  -  r  r  -  — 

6'  U  Yes 

[]  No 

[  J  Undecided  or  will  let  us  know 
We  would  like  to  have  your  address  to  mail  the  questionnaire: 

name 
address 


W  11  - phone 

conveniem^mem^buin^o^re^onses^1151100^0115  ^  ““““  y°U  by  ph°ne  10  for  * 

Thank  you  again. 

COVHtALL  ^  REC0RD  R£SU1'T  CODE  AND  TIME  ENDED  ON  QUESTIONNAIRE 
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M.  INTERVIEWER  REMARKS 

Ml.  Were  other  people  present  in  the  room  with  the  patient  during  the  interview'’ 

U  Yes,  the  whole  time 

□  Yes,  for  part  of  the  time 

□  No 


M2.  Respondent’s  cooperation  was: 

□  Very  Good 
O  Good 

□  Fair 

□  Poor 

□  Other  (Specify )__ _ 

M3.  The  quality  of  the  responses  was: 

□  High  quality 

□  Generally  reliable 

□  Questionable 

□  Unsatisfactory 

O  Other  (Specify) _ 

M4.  The  respondent: 

D  Recalled  all  information 

□  Nad  trouble  with  amounts  or  frequencies 
O  Had  trouble  with  dates 

□  Had  trouble  recalling  overall 

□  Other  (Specify) _ 


wL  JoSdtld  bctow- “lty  reas0ns  for  or  questionable 

□  Did  not  want  to  be  more  specific 

□  Did  not  understand  or  speak  English  well 
LJ  w*s  bored  or  uninterested 

□  Was  upset,  depressed  or  angry 

□  Had  poor  hearing  or  speech 

n  w“  25ft"?  ur  difracted  by  fre£?uent  interruptions 

□  Was  inhibited  by  others  around  her  H 

LJ  Was  embarrassed  by  the  subject  matter 

LJ  Was  emotionally  unstable 

□  Was  physically  ill 

q°iu“^rcd  a"d  b'ga" 10  not  ansvm  or  «”****«>  ns  well  as  early  on  due  to  length  of 

□  Other  (Specify) 
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Letters  of  Agreement  for  Registry  Users 

A.  First  Letter 

B.  Application 

C.  Letter  of  Approval  of  Project 
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Appendix  3.A 


Cancer  and  Leukemia  Group  B 
Central  Office  of  the  Chairman 
208  South  LaSalle  Street,  Suite  2000 
Chicago  IL  60604-1 104 
TEL  (312)  702-9171 
FAX  (312)  345-0117 

Richard  L.  Schilsky,  M.D. 

Chairman 


Dear 


Thank  you  for  your  inquiry  about  the  CALGB  "Linked  Registry"  This  registry 
incorporates  information  concerning  the  staging,  treatment  and  outcome  of 
women  treated  on  CALGB  breast  cancer  protocols  and  couples  this  with 
information  concerning  risk  and  prognostic  factors.  In  addition,  paraffin 
embedded  tumor  tissue,  DNA  from  peripheral  blood  cells,  plasma  and  urine  are 
available  on  these  patients.  This  registry  is  supported  by  a  contract  with  the  U.S. 
Army  Research  and  Materiel  Command  and  is  intended  to  assist  a  wide  variety 
of  investigations  into  the  causes,  prevention,  and  treatment  of  breast  cancer. 


The  priorities  for  the  use  of  the  registry  are  established  by  the  Linked  Registry 
Steering  Committee.  The  Steering  Committee  current  membership  is  as  follows: 


Name 


CALGB  position 


Institution 


O.  Ross  McIntyre,  M.D. 
Robert  Millikan,  DVM,  Ph.D 
Maurice  Barcos,  M.D. 
Donald  Berry,  Ph.D. 

Larry  Norton,  M.D. 

Lauren  Schnaper,  M.D. 
Edison  Liu,  M.D. 

Dale  Sandler,  Ph.D. 

Lynne  Dressier,  M.A. 

Debra  Collyar 
Susan  Moore 


P.I. 
co-PI 
Pathology 
Statistician 
Br.  Com.  Chm 
Surgery 
Chm.  Cor.  Sci. 
Chm.  Epi.  Com 
Linked  Registry 
Patient  Advocate 
Patient  Advocate 


Central  Office 
U.  North  Carolina 
Roswell  Park 
Duke  Univ. 

MSKF 

U.  Maryland 
U.  North  Carolina 
NIEHS 

U.  North  Carolina 
External  Member 
External  Member 


Use  of  the  data  from  the  Linked  Registry:  All  uses  of  the  Linked  Registry  will 
be  described  in  formal  appendices  to  CALGB  protocols.  These  appendices  will 
define  the  objectives,  methodology,  and  statistical  assumptions  to  be  used  in  the 
investigation.  Investigators  are  encouraged  to  submit  requests  to  use  the  registry 
in  the  format  of  an  appendix  to  our  protocols.  These  will  be  reviewed  by  the 
Steering  Committee  at  one  of  its  regularly  scheduled  meetings.  If  approved  by 
the  Steering  Committee,  the  appendices  prepared  by  CALGB  Protocol  Editors  for 
circulation  to  the  Group  institutions  and  the  investigator  will  receive  written 
permission  for  use  of  the  registry  resources. 

If  you  are  interested  in  using  the  linked  registry,  please  submit  a  letter  of  intent 
to  the  Chair  of  the  CALGB  Correlative  Sciences  Committee  for  Solid  Tumors. 
This  letter  should  outline  the  proposed  investigation  and  the  resources  required. 
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members  of  the  Steering  Committee.  In  this  way,  investigators  can  be  better 
informed  about  the  current  status  of  the  registry  and  receive  input  with  respect 
to  the  feasibility  of  their  request.  The  Committee  Chair  will  ask  those  submitting 
letters  of  intent  consistent  with  the  resources  and  goals  of  the  registry  to  prepare 
a  formal  application  (see  below).  In  addition,  the  investigators  will  be  invited  to 
describe  their  projects  to  those  attending  the  meetings  of  relevant  CALGB 
Committees  which  may  choose  to  endorse  the  proposal  and  to  suggest  how  it 
may  best  proceed  within  the  structure  of  CALGB. 

We  point  out  that  users  of  the  registry  must  agree  to  follow  procedures  put  in 
place  to  protect  the  privacy  of  CALGB  patients,  to  insure  that  CALGB  policies 
concerning  data  flow  and  analysis  are  followed,  that  responsibility  for  various 
tasks  related  to  the  project  is  clearly  identified,  and  that  there  is  agreement  with 
respect  to  how,  where,  and  by  whom  the  results  of  the  investigation  will  be 
reported.  These  policies  and  procedures  are  summarized  below.  Investigators 
whose  projects  have  been  approved  by  the  Steering  Committee  must  sign  a  letter 
in  which  they  agree  these  provisions  before  the  resources  of  the  registry  can  be 
made  available  to  them. 


Review  of  Proposals:  Proposals  from  the  scientific  community  for  use  of  the 
Linked  Registry  will  be  considered  if  they  do  not  compete  with  approved 
projects  already  underway,  and  will  be  prioritized  with  respect  to  anticipated 
amount  of  tissue  or  resources  consumed  vs.  the  likely  yield  of  important 
information.  In  assigning  this  priority  to  scientists  who  are  not  CALGB  members 
we  will  use  the  same  scale  that  will  be  used  for  projects  developed  by  CALGB 
members.  In  all  cases  emphasis  will  be  placed  upon  the  level  of  innovation  and 
the  track-record  of  the  applicant  with  respect  to  peer  review  and  publications. 
We  will  deliberately  include  projects,  however,  from  promising  young 
investigators,  if  they  are  endorsed  by  knowledgeable  mentors  and  are 
innovative.  The  Steering  Committee  will  use  an  integrated  approach  to 
systematically  evaluate  scientific  hypotheses,  which  implies  that  projects  will  be 
evaluated  for  their  contribution  to  ongoing  avenues  of  research. 

The  Steering  Committee  will  evaluate  the  proposed  methods  of  quality  assurance 
proposed  for  use  during  the  investigation.  Users  of  the  Registry  should  be  aware 
that  peer  review  of  the  CALGB  has  focused  on  documentation  of  methods 
CALGB  uses  for  quality  assurance  purposes  in  this  type  of  research. 

Again,  thank  you  for  your  interest.  If  what  you  have  learned  about  the  registry 
so  far  suggests  that  it  would  be  helpful  to  you  in  your  research,  we  look  forward 
to  hearing  from  you. 

Sincerely  yours, 


O.  Ross  McIntyre,  M.D. 

Principal  Investigator,  CALGB  Linked  Registry. 


Enclosure: 
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APPENDIX  3.B 


APPLICATION  FOR  USE  OF  CALGB  "LINKED  REGISTRY" 
FOR  BREAST  CANCER  RESEARCH 


Date: 

Name: 

Address: 

Institution: 

Position/Department 

Title  of  Project: 

Hypothesis:  [50  words  or  less] 

Attach  the  following  to  your  application: 

Background:  [250  words  or  less] 

Specific  Aims:  [list  no  more  than  three.  100  word  limit] 

Methods:  [Provide  general  description  of  methods  with  particular  attention  to 
what  resources  you  need  from  the  linked  registry.  Include  description  of  number 
and  type  of  samples.  Justify  with  a  statistical  section.  Discuss  your  plan  with 
CALGB  statistician  and  Chair  of  the  CALGB  Committee  for  Correlative  Sciences 
in  Solid  Tumors  prior  to  writing  this  section.  Specify  the  analyses  that  will  be 
performed  using  clinical,  epidemiologic  or  other  resources  from  the  registry. 
Two  page  limit] 

Significance:  [250  words  or  less] 

Attach  Biosketch  or  CV.  Indicate  active  peer  reviewed  grants  that  will  be 
supporting  this  work  or  other  support  for  this  work.  The  Linked  Registry 
has  no  funds  to  support  individual  projects. 


Policies  governing  the  use  of  the  Linked  Registry:  The  following  text  will  be 
included  in  a  letter  which  CALGB  will  furnish  to  the  investigator  who  must  sign 
and  return  it  prior  to  activation  of  the  project: 

This  is  a  collaborative  project  between  you  and  the  Cancer  and  Leukemia  Group 
B  (CALGB).  The  usual  ground-rules  for  collaborations  of  this  type  will  prevail. 
Data  from  all  laboratory  tests  performed  on  samples  from  the  registry  will  be 
submitted  by  you  to  the  CALGB  Data  Management  Center.  In  the  usual 
situation  transfer  of  this  data  will  be  via  electronic  means.  At  the  Data 
Management  Center  it  will  be  entered  into  the  CALGB  Database  for  analyses 
specified  in  the  research  plan.  These  analyses  will  be  conducted  by  the  relevant 
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CALGB  statistician.  You  agree  that  all  analyses  reported  from  your  project  will 
be  based  upon  data  contained  in  the  CALGB  Database. 

Tissues  and  other  samples  are  furnished  to  you  by  the  Linked  Registry  for  the 
purpose  of  the  project  as  approved  by  the  Steering  Committee.  You  agree  to 
limit  your  research  to  that  described  in  your  application  unless  written  approval 
to  change  the  scope  of  your  investigation  is  obtained  from  the  Steering 
Committee.  You  also  agree  that  you  will  not  furnish  materials  from  the  Linked 
Registry  to  other  parties  for  any  purpose  without  the  written  approval  of  the 
Steering  Committee. 

As  the  lead  investigator,  it  is  expected  that  your  name  will  be  listed  as  the  first  or 
last  author  of  publications  coming  from  this  project.  Other  members  of  your 
research  team  may  be  granted  authorship,  as  appropriate.  CALGB  personnel, 
usually  the  CALGB  statistician  assigned  to  this  project,  relevant  members  of  the 
steering  committee  who  are  responsible  for  the  resource  used  in  the 
investigation,  and  others  making  significant  intellectual  contributions,  will  be 
included  as  authors.  You  will  acknowledge  the  support  of  the  Linked  Registry 
Contract  from  the  Army  along  with  the  disclaimer  "  Opinions,  interpretations, 
conclusions,  and  recommendations  expressed  in  this  publication  are  those  of  the 
authors  and  not  necessarily  endorsed  by  the  U.S.  Army".  You  will  provide  the 
CALGB  Central  Office  with  draft  copies  of  manuscripts  30  days  prior  to 
submission  and  abstracts  at  least  5  days  prior  to  submission,  for  comment  by  the 
CALGB.  7 

If  you  are  not  a  member  of  CALGB  but  are  based  within  a  CALGB  institution, 
you  may  ask  that  the  CALGB  Principal  Investigator  at  your  institution  enter  you 
on  our  roster.  In  this  way  you  will  be  provided  with  information  concerning 
Group  activities  that  may  bear  on  your  project.  If  you  are  not  at  a  CALGB 
institution  we  will  enter  your  name  in  the  CALGB  roster  as  a  "  colleague"  and 
ask  you  to  choose  a  CALGB  member  as  a  co-investigator.  If  you  need  help  in  this 
task,  please  discuss  this  with  the  Chair  of  the  Correlative  Sciences  Committee  for 
Solid  Tumors.  The  co-investigator  will  assist  with  trouble  shooting  problems 
within  CALGB  that  may  arise  during  the  course  of  your  investigation  and  will 
provide  other  assistance.  Ordinarily,  the  co  investigator  will  also  be  an  author  on 
publications. 

The  Steering  Committee  in  carrying  out  its  responsibilities  for  the  operation  of 
the  Registry  will  from  time  to  time  monitor  all  projects  using  the  resource.  The 
productivity  of  ongoing  projects  and  adherence  to  scientific  and  ethical  standards 
set  by  the  CALGB  will  be  assessed  in  this  review. 

Please  submit  your  proposal  in  the  above  format  to 

CALGB  Central  Office 

208  South  LaSalle  Street,  Suite  2000 

Chicago,  IL  60604-1104  131 


CALCR 

Appendix  3.C 
Dear _ 


Cancer  and  Leukemia  Group  B 
Central  Office  of  the  Chairman 
208  South  LaSalle  Street,  Suite  2000 
Chicago  IL  60604-1104 
TEL  (312)  702-9171 
FAX  (312)  345-0117 

Richard  L.  Schilsky,  M.D. 

Chairman 


I  am  pleased  to  inform  you  that  your  research  plan  has  been  reviewed  and 
approved  by  the  Steering  Committee  for  the  CALGB  Linked  Registry.  The 

Protocol  Editor  assigned  to  this  study  is _ .  He /She 

will  be  contacting  you  with  respect  to  any  final  editing  necessary  to  put  the 
appendix  into  final  form  for  submission  to  CALGB  institutions.  In  order  for  this 
protocol  to  be  activated  we  must  ask  that  you  sign  and  date  the  both  copies  of 
this  letter.  Keep  one  for  your  files  and  return  the  other  to  the  your  protocol 
editor. 


We  apologize  for  the  formality  of  this  procedure,  but  we  have  found  that  written 
understandings  of  what  collaboration  has  been  agreed  to  is  in  the  interest  of  both 
parties.  The  following  text  describes  the  nature  of  this  collaboration : 

"This  is  a  collaborative  project  between  you  and  the  Cancer  and  Leukemia  Group 
B  (CALGB).  The  usual  ground-rules  for  collaborations  of  this  type  will  prevail. 
Data  from  all  laboratory  tests  performed  on  samples  from  the  registry  will  be 
submitted  by  you  to  the  CALGB  Data  Management  Center.  In  the  usual 
situation,  transfer  of  this  data  will  be  via  electronic  means.  At  the  Data 
Management  Center  it  will  be  entered  into  the  CALGB  Database  for  analyses 
specified  in  the  research  plan.  These  analyses  will  be  conducted  by  the  relevant 
CALGB  statistician.  You  agree  that  all  analyses  reported  from  your  project  will 
be  based  upon  data  contained  in  the  CALGB  Database. 

Tissues  and  other  samples  are  furnished  to  you  by  the  Linked  Registry  for  the 
purpose  of  the  project  as  approved  by  the  Steering  Committee.  You  agree  to 
limit  your  research  to  that  described  in  your  application  unless  written  approval 
to  change  the  scope  of  your  investigation  is  obtained  from  the  Steering 
Committee.  You  also  agree  that  you  will  not  furnish  materials  from  the  Linked 
Registry  to  other  parties  for  any  purpose  without  the  written  approval  of  the 
Steering  Committee. 

As  the  lead  investigator,  it  is  expected  that  your  name  will  be  listed  as  the  first  or 
last  author  of  publications  coming  from  this  project.  Other  members  of  your 
research  team  may  be  granted  authorship,  as  appropriate.  CALGB  personnel, 
usually  the  CALGB  statistician  assigned  to  this  project,  relevant  members  of  the 
steering  committee  who  are  responsible  for  the  resource  used  in  the 
investigation,  and  others  making  significant  intellectual  contributions,  will  be 
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included  as  authors.  You  will  acknowledge  the  support  of  the  Linked  Registry 
Contract  from  the  Army.  You  will  provide  the  CALGB  Central  Office  with  draft 
copies  of  manuscripts  30  days  prior  to  submission  and  abstracts  at  least  5  days 
prior  to  submission,  for  comment  by  the  CALGB. 

If  you  are  not  a  member  of  CALGB  but  are  based  within  a  CALGB  institution, 
you  may  ask  that  the  CALGB  Principal  Investigator  at  your  institution  enter  you 
on  our  roster.  In  this  way  you  will  be  provided  with  information  concerning 
Group  activities  that  may  bear  on  your  project.  If  you  are  not  at  a  CALGB 
institution  we  will  enter  your  name  in  the  CALGB  roster  as  a  "  colleague"  and 
ask  you  to  choose  a  CALGB  member  as  a  co-investigator.  If  you  need  help  in  this 
task,  please  discuss  this  with  the  Chair  of  the  Correlative  Sciences  Committee  for 
Solid  Tumors.  The  co-investigator  will  assist  with  trouble  shooting  problems 
within  CALGB  that  may  arise  during  the  course  of  your  investigation  and  will 
provide  other  assistance.  Ordinarily,  the  co  investigator  will  also  be  an  author  on 
publications. 

The  Steering  Committee  in  carrying  out  its  responsibilities  for  the  operation  of 
the  Registry  will  from  time  to  time  monitor  all  projects  using  the  resource.  The 
productivity  of  ongoing  projects  and  adherence  to  scientific  and  ethical  standards 
set  by  the  CALGB  will  be  assessed  in  this  review.  You  agree  to  abide  by  the 
decisions  of  the  Steering  Committee  that  may  come  from  this  review. 

Thank  you  very  much  and  good  luck  with  your  investigation. 

Sincerely  yours, 

O.  Ross  McIntyre,  M.D. 

Principal  Investigator,  Linked  Registry  Project 


I  agree  to  the  terms  of  this  collaboration. 
Signed 


name 


Date 
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APPENDIX  4 

Agenda 

Genetics  Workshop,  November,  1995 
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GENETIC  COUNSELING  TRAINING  PROGRAM 

Saturday,  November  4,  1995 
6:30  pm  to  9:30  pm 

Judy  Garber,  M.D. 

Funmi  Olopadi,  M.D. 

Consuelo  Skosey,  R.N. 

L  Breast  Cancer  Genetics  and  Prospective 

Funmi  Olopadi,  M.D.,  Assistant  Professor  of  Medicine,  University  of  Chicago 

n.  Genetic  Cancer  Risk  Counseling:  Ethnic  and  Cultural  Issues 

Generosa  Grana,  M.D.,  Assistant  Professor  of  Medicine  UM.D.  NJ,  Robert  Wood  Johnson 
Medical  School 

m.  Ethical  Issues 

Judy  Garber,  M.D.,  Assistant  Professor  of  Medicine,  Dana-Farber  Cancer  Institute 

IV.  CALGB  9484:  Linkage  of  Molecular  and  Epidemiological  Breast  Cancer  Investigations  with 
Treatment  Data:  A  Specialized  Registry 

O.  Ross  McIntyre,  M.D.,  Professor  of  Medicine,  Dartmouth-Hitchcock  Medical  Center 
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APPENDIX  5 


Agenda 

Genetics  Workshop,  May,  1996 
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Workshop  Agendas 


May  1996 


GENETICS  EDUCATION  WORKSHOP 

Friday,  May  3,  1996 
7:30  a.m.  -  3:00  p.m. 

Olufunmilayo  Olopade,  M.D. 

7:30  Continental  breakfast 

8:00  Welcome  -  Olufunmilayo  (Funmi)  Olopade,  M.D. 

8:15  Introduction  to  Molecular  Genetics 

1.  Basic  Concepts 

2.  Patterns  of  Inheritance 

3.  Past,  Current,  &  Future  Endeavors  of  the  Human  Genome  Project 

Shelly  Cummings,  M.S.,  Cancer  Genetics  Counselor,  University  of  Chicago,  Department  of 
Hematology /Oncology 

9:15  Predictive  Testing  for  Cancer 

Funmi  Olopade,  M.D.,  Director  of  Cancer  Risk  Clinic,  Assistant  Professor,  University  of 
Chicago,  Department  of  Hematology/Oncology 

10:00  Obstacles  to  Testing 

Genny  Grana,  M.D.,  Robert  Wood  Johnson  Medical  School,  Assistant  Professor  of  Medicine 

10:45  Break 

11:00  Psychological  Aspects  of  Predisposition  Testing 

Andrea  Patenaud,  M.D.,  Assistant  Professor,  Dana-Farber  Cancer  Institute 

11:45  Lunch 

1:00  Estimating  the  Clinical  Validity  and  Utility  of  Predictive  Genetic  Tests:  Recommendations 
of  the  Task  Force  on  Genetic  Testing 

Neil  Holtzman,  M.D.,  Johns  Hopkins  Medical  Institutions 

1:45  Role  Playing  Focused  Around  the  Informed  Consent  Process/ Videotape 

Judy  Garber,  M.D.,  Assistant  Professor  of  Medicine,  Dana-Farber  Cancer  Institute 

2:15  Question  &  Answer  Session 

Discussion  of  CALGB  Protocol  9484 
Panel  of  Speakers 
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APPENDIX  6 


Tissue  Banking  Policy  for  Paraffin  Blocks 
in  the  Linked  Tumor  Registry 
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Appendix  6 


'  TISSUE  banking  policy  for  paraffin  blocks  in  the  linked 

TUMOR  REGISTRY: 

General  Policy: 

1.  All  precautions  are  taken  to  prevent  exhausting  tissue  on  the  block. 

2.  A  minimum  of  three  H  &  E  sections  (obtained  at  different  thicknesses)  will 
remain  on  file  at  the  CALGB  Pathology  office  and  are  available  to  the 
submitting  institution  if  needed. 

3.  A  minimum  of  2  unstained  sections  will  remain  on  file  and  will  be  available 
to  the  submitting  institution  if  needed. 

4.  Whenever  there  is  an  immediate  medical  or  legal  need,  the  unused  tissue, 
along  with  an  H  &  E  section  will  be  returned  by  overnight  mail  to  the 
submitting  institution. 

Standard  Tissue  Processing: 

It  is  optimal  to  obtain  and  bank  the  entire  tissue  block  so  that  tissue  can  be 
sectioned  freshly  as  needed,  as  certain  antigens  (e.g.  p53)  and  other  components 
deteriorate  over  time  when  tissue  is  pre-cut  and  stored  as  thin  sections.  Since  it 
is  impossible  to  predict  the  effect  that  extended  storage  might  have  on  the 
detection  of  future  markers,  a  consensus  was  reached  at  a  recent  NCI  Inter  group 
Tissue  Banking  meeting,  that  tissues  be  ideally  sectioned  freshly  as  needed  for 
biologic  makers.  Blocks  that  are  submitted  to  the  CALGB  pathology  office  are 
maintained  in  a  secure  space  and  appropriately  recorded  into  our  database.  The 
CALGB  is  expending  significant  resources  to  establish  and  maintain  a  tissue 
surveillance  database,  expand  physical  storage  capacity  and  optimize  storage 
conditions  for  optimal  monitoring  and  quality  control  for  processing,  storage  and 
utilization  of  these  tissues.  Utilization  of  tissues  occurs  only  after  the  proposed 
scientific  study  has  received  approval  from  the  Steering  Committee  and  Solid 
Tumor  Correlative  Science  committees.  Blocks  are  sectioned  freshly  for  the 
appropriate  assay  and  are  processed  in  different  ways  and  with  special 
precautions,  e.g..  for  immunohistochemical  studies,  4micron  sections  on  coated 
slides  are  prepared  and  maintained  at  4  degrees  or  colder  (-70  degrees  is 
preferable),  for  DNA  extraction  studies,  10  micron  sections  on  uncoated  slides 
are  prepared  carefully  to  prevent  DNA  contamination  (stored  at  4  degrees)  and 
for  flow  cytometric  studies,  3,  50  micron  sections  are  prepared  (stored  at  4 
degrees),  in  which  tumor  rich  areas  are  separated  from  tumor  poor  areas. 

Expedited  Tissue  Processing: 

^  to  bank  blocks  so  that  tissue  can  be  sectioned  freshly  as 

needed,  we  realize  that  various  situations  may  preclude  institutional  block 
submission  for  banking  purposes  (institutional  policies,  legal  requirements, 
minimal  embedded  tissue  ).  If ,  for  these  reasons,  a  block  cannot  be  maintained  in 
the  CALGB  Tissue  Bank,  we  ask  you  to  consider  submitting  the  corresponding 
block  for  a  period  of  2-8  weeks,  during  which  time  the  CALGB  pathology  office 
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will  expedite  tissue  processing  according  to  the  above  guidelines,  store  the 
sections  at  4  degrees  or  colder  (-70  degrees  is  preferable)  for  utilization  in 
'companion  trials  (that  do  not  incorporate  labile  antigens)  and  return  the  blocks  to 
your  laboratory. 

Institutional  Tissue  Processing: 

Because  this  material  is  of  great  importance  for  the  conduct  of  CALGB 
Correlative  Science  studies  and  the  future  direction  of  our  treatment  protocols, 
we  would  also  ask  those  institutions  whose  policies  prohibit  the  release  of  any 
block  from  their  institution  to  consider  cutting  the  sections  at  their  own 
institution.  A  detailed  procedure  for  sectioning  of  the  specimens  can  be  sent  to 
your  laboratory.  If  needed,  we  will  cover  the  cost  of  shipment  of  the  cut  sections 
to  the  CALGB  pathology  office.  However,  as  detailed  above,  sectioning  requires 
special  dedication  and  precautions  to  prevent  cross-contamination  from  a 
histotechnician  and  you  may  want  to  reconsider  release  of  the  block(s)  for  a  5 
day  turn  around  during  which  we  will  expedite  the  tissue  sectioning  from  these 
cases. 
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APPENDIX  7 


Pathology  Quality  Control, 

Quality  Assurance,  and  Avoidance  of  Depletion 
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APPENDIX  7 


PATHOLOGY  QUALITY  CONTROL  AND  QUALITY  ASSURANCE 

Procedure  for  Cutting  Sections  for  the  Linked  Registry: 

I.  Quality  assurance: 

A.  Histotech  should  wear  gloves  to  prevent  DNA  contamination 

B.  Disposable  blade  should  be  changed  between  each  block 

or 

Wipe  down  blade  with  10%  bleach,  followed  by  70%  alcohol  between  each 
block 

C.  Clean  water  bath  surface  between  each  block  to  prevent  contamination 

D.  Clean  forceps  or  other  instruments  used  for  separating  ribbon  between 
each  block 

E.  All  10  micron  sections  should  be  placed  on  uncoated  slides  and  stored  at 
room  temp. 

F.  All  4  micron  sections  should  be  placed  on  superfrost+  coated  slides  * 

1.  H  &  E  sections  should  be  stored  at  room  temperature 

2.  All  other  4  microns  sections  should  be  stored  in  a  slide  box  at  4 
degrees. 

G.  Do  not  place  any  cut  sections  on  the  slide  warmer  tray. 

II.  Sequence  of  sectioning: 

Overall: 

top  H  &  E  section-coated  slide 

20, 4  micron  sections-coated  slide  (IHC) 

middle  H  &  E  (a)  section-  coated  slide 

10, 10  micron  sections-uncoated  slides  (Molecular) 

middle  H  &  E  (b)  section  -  coated  slide 

3, 50  micron  sections-  in  screw-top  glass  tubes  (Flow  Cytometry) 
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bottom  H  &  E  section-  coated  slide 


Labeling: 

label  all  sections  with  specific  pathology  block  number 

label  all  sections  with  clinical  protocol  number  and  patient  protocol 

number;  indicate  group  (ECOG,  SWOG,  CALGB,  etc.) 

number  serial  sections  (1-20  for  4  micron;  1-10  for  10  micron) 

indicate  date  that  sections  were  cut:  "cut  date  00/00/00” 

top  H  &  E  section:  label  "top" 

middle  H  &  E  sections:  ;label  "middle  a"; "  middle  b" 
bottom  H  &  E  section:  label  "bottom" 

A.  Optimal  sequence: 

1.  Cut  1, 4  micron  section  on  coated  slide-place  in  wire  rack  for  H  &  E 
staining,  (label  "top") 

2.  Cut  20, 4  micron  sections  on  coated  slides-place  in  slide  box,  store  at  4 
degrees. 

3.  Cut  1, 4  micron  section  on  coated  slide-place  in  wire  rack  for  H  &  E 
staining  (label  "middle"  a) 

4.  Cut,  10, 10  micron  sections  on  uncoated  slides-place  in  separate  slide 
box  and  store  at  room  temperature. 

5.  Cut  1, 4  micron  section  on  coated  slide-place  in  wire  rack  for  H  &  E 
staining  (label  "middle  b") 

6.  Cut,  3,  SOmicron  sections,  place  curled  sections  in  a  screw  top  glass 
tube 

7.  Cut  1, 4  micron  section  on  coated  slide-place  in  wire  rack  for  H  &  E 
staining  (label  "bottom") 

B.  When  minimal  tissue  is  available:  omit  the  50  micron  sections  for  flow 
cytometry  first,  then  if  there  is  still  insufficient  tissue  to  cut  the  20  4micron 
sections  for  IHC  and  10,  lOmicron  sections  for  molecular;  follow  the 
following  procedures  (each  level  indicates  less  tissue  available  for  cutting): 

Level  I.:  (10, 4u;5,10u) 
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1.  Cut  top  H  &  E  section  (coated  slide). 

2.  Cut  10,4  micron  sections  (coated  slide) 

3.  Cut  middle  H  &  E  section  (coated  slide) 

4.  Cut  5, 10  micron  sections  (uncoated  slide) 

5.  Cut  bottom  H  &  E  section  (coated  slide) 

Level  II:(5,4u;  3,  lOu) 

1.  Cut  top  H  &  E  section  (coated  slide) 

2.  Cut  5,4  micron  sections  (coated  slide) 

3.  Cut  middle  H  &  E  section  (coated  slide) 

4.  Cut  3, 10  micron  sections  (uncoated  slide) 

5.  Cut  bottom  H  &  E  (coated  slide) 

Level  HI:  ( 10 ,4  u  sections;  5  on  coated  slides,  5  on  uncoated  slides) 

1.  Cut  top  H  &  E  section  (coated  slide) 

2.  Cut  5, 4micron  sections  (coated  slide) 

3.  Cut  5, 4  micron  sections  (uncoated  slides) 

4.  Cut  bottom  H  &  E  section  (coated  slide) 

Note:  5  sections  on  uncoated  slides;  no  middle  H  &  E  needed. 
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APPENDIX  8 


Letter  of  Support  from  Dr.  Schilsky 
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Cancer  and  Leukemia  Group  B 
Central  Office  of  the  Chairman 
208  South  LaSalle  Street,  Suite  2000 
Chicago  IL  60604-1 104 
TEL  (312)  702-9171 
FAX  (312)  345-0117 

Richard  L.  Schilsky,  M.D. 

Chairman 


October  25, 1996 

Mr.  Jimmy  Connors 

Director,  U.S.  Army  Medical  Research 

Acquisition  Activity 

ATTN:  SGRD-RMA-RM 

Fort  Detrick 

Frederick,  MD  21072-5014 
Re:  DAMD17-94-J-4114 
Dear  Mr.  Connors: 

As  the  Group  Chairman  of  the  CALGB,  I  enthusiastically  support  the  project,  "Linkage 
of  Molecular  and  Epidemiological  Breast  Cancer  Investigations  with  Treatment  Data:  A 
Specialized  Registry." 

This  is  an  important  study  and  one  that  I  am  strong  encouraging  participation  in  by 
CALGB  investigators.  The  enclosed  protocol  has  been  extensively  revised  and  the 
changes  made  should  facilitate  activation  of  the  study  at  most  CALGB  institutions 
leading  to  more  rapid  accrual  in  the  coming  year. 


tXB 

Richard  L.  Schilsky,  M.D. 
Group  Chairman,  CALGB 


146 


